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This meeting has been called in order to review the results of massive 
dose chemotherapy of syphilis by means of the intravenous drip. The 
observations to be reported represent an experience with more than 375 
male patients with the primary or secondary stage of syphilis. 

Rapid sterilization of the body by massive arsenotherapy was the 
primary aim of Paul Ehrlich. Later, others also attempted to admin- 
ister amounts of Ehrlich’s chemotherapeutic agent comparable to those 
which are being reported today, but the dangers involved made it neces- 
sary to revert to small divided doses given intravenously every five days 
for one to two years. This prolonged method of therapy results in a 
loss of 40 to 80 per cent of clinic patients while they are still in the 
communicable stage of the disease and can continue to transmit their 
infection to others. The disease has therefore continued to spread 
annually to several hundred thousand persons in this country, despite the 
availability of a specific remedy for thirty years. 

In 1931 Hirshfeld, Hyman and Wanger,' working in the laboratories 
of the department of pharmacology, Columbia University College of 
Physicians and Surgeons, under Professor Charles C. Lieb, described 
the syndrome of “speed shock” in laboratory animals following rapid 
intravenous injections. The work suggested that the reactions follow- 
ing intravenous administration of many therapeutic substances, which 
are called nitritoid crises, anaphylactoid reactions and hemoclastic or 
colloidoclastic disturbances, might in fact be “speed shock” and might 
represent a manifestation of a technical error rather than a specific 


This and the following papers were read at a Conference on Massive Arseno- 
therapy in Early Syphilis by the Continuous Intravenous Drip Method, called by 
the Commissioner of Health of the City of New York, Dr. John L. Rice, at the 
Mount Sinai Hospital, New York, on April 12, 1940. 

1. Hirshfeld, S.; Hyman, H. T., and Wanger, J. J.: Influence of Velocity 
on Response to Intravenous Injections, Arch. Int. Med. 47:259 (Feb.) 1931. 
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pharmacologic effect of the injected chemical. It was demonstrated 
by these authors that “speed shock” could be prevented by an intra- 
venous drip velocity which could be regulated so that fluids were intro- 
duced into the body at a rate of approximately 2 or 3 cc. (60 to 90 
drops) per minute. It was also observed that this slow rate of flow 
also permitted the introduction of remarkably large amounts of highly 
toxic substances, such as anaphylatoxin, histamine and even heavy 
metals, with complete impunity.” 

In 1932 Dr. Louis Chargin, syphilologist of the Mount Sinai Hos- 
pital and the New York City Department of Health, proposed that the 
slow drip method might permit the introduction of large amounts of an 
arsphenamine in the treatment of syphilis. With the authorization of 
the trustees of the Mount Sinai Hospital, this work was begun in my 
service seven years ago (1933). 

In the first series, 25 patients suffering from recently acquired 
syphilis were treated by Drs. Chargin, Leifer and Hyman.* Four to 
4.5 Gm. of neoarsphenamine was administered in five days, an amount 
equal to that ordinarily given in three months. No other form of 
therapy was used, the patients being followed periodically during the 
succeeding years. At the end of five years, 15 of the 25 persons in the 
original group were still under observation. Twelve had remained well 
and their blood and spinal fluid had given negative serologic reactions 
for more than five years. These twelve and the following patient can 
therefore be declared to have been cured.‘ 

One man became reinfected after having had completely negative 
Wassermann reactions of the blood and spinal fluid for three years and 
two months. Fortunately, he reported promptly when the new primary 
lesion was still in the seronegative stage. The lesion had appeared after 
the proper incubation period following exposure to a woman who was 
found to have an active infection. It was at a new site on the penis, and 
spirochetes were easily demonstrable by the dark field method. Treat- 
ment was postponed until after the Wassermann reaction had become 
positive under observation and after a typical secondary rash had 


2. Hyman, H. T., and Hirshfeld, S.: Therapeutics of Intravenous Drip, J. A. 
M. A. 100:305 (Feb. 4) 1933. Hyman, H. T., and Touroff, A. S. W.: Thera- 
peutics of Intravenous Drip: Further Observations, J. A. M. A. 104:446 (Feb. 9) 
1935, 

3. Chargin, L.; Leifer, W., and Hyman, H. T.: Studies of Velocity and 
Response to Intravenous Injections: Application of Intravenous Drip Method to 
Chemotherapy as Illustrated by Massive Doses of Arsphenamine in Treatment of 
Early Syphilis, J. A. M. A. 104:878 (March 16) 1935. 

4. Hyman, H. T.; Chargin, L., and Leifer, W.: Massive Dose Arsenotherapy 
of Syphilis by Intravenous Drip Method: Five-Year Observations, Am. J. M. Sc. 
197:480 (April) 1939. 
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appeared. There is therefore no question that this condition was a 
reinfection, which constitutes unequivocal evidence that the five day 
treatment three years before had effected a complete cure. 

Another man had a similar experience one year and seven months 
after treatment and apparent cure, but because of the shorter time 
interval my colleagues and I have labeled this case a possible failure. 
The fifteenth member of the group, a hospital orderly, who had insisted 
on administering a bismuth compound to himself, gave a history of 
having had a 2 plus reaction in the blood on one occasion, although both 
the blood and the spinal fluid reacted negatively during our observations 
before and after that time. His case was also counted as a possible 
failure. 

It was tentatively concluded that permanent and complete cure was 
possible with five days’ treatment and that this technic might provide 
the means for the more rapid eradication of the communicable stage of 
syphilis. The observations, if confirmed, offered a new vista for the 
control of syphilis, but caution was advised until a larger experience 
had demonstrated its safety. 

After unsuccessful efforts had been made during 1935 and 1936 to 
obtain the necessary financial support for continuing the work under 
the supervision of a distinguished committee of experts, the importance of 
the problem to public health was appreciated by Mr. David M. Heyman, 
a member of the Board of Health. With his assistance, the funds 
required for two years were obtained from the New York Foundation, 
assisted during the first year by the Friedsam Fund and during the 
second year by the John and Mary Markle Foundation. The money 
was administered by the Committee on Neighborhood Health Develop- 
ment, under the direction of Mr. Kenneth Widdemer. Funds for the 
support of the original work had been contributed by the late Ernst 
Rosenfeld, at that time a trustee of the Mount Sinai Hospital. 

After financial support had been received, active work was resumed 
in the winter of 1937 at the Mount Sinai Hospital, with the encourage- 
ment and active support of Mayor LaGuardia, Commissioner Rice and 
Surgeon General Parran. With their assistance, a committee was 
assembled to supervise all details of the project, under the chairman- 
ship of Dr. Charles C. Lieb. The committee included the following 
persons : 

Representing the Department of Health of the City of New York: 


Dr. John L. Rice, Commissioner 
Dr. Theodore Rosenthal, Director of the Bureau of Social 
Hygiene 
Representing the United States Public Health Service: 
Dr. John F. Mahoney, United States Marine Hospital at Staple- 
ton, N. Y. 
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Representing the American Social Hygiene Association: 
Dr. Walter Clarke, Medical Director 

Representing the Department of Medicine, Columbia University : 
Dr. Walter W. Palmer, Professor of Medicine 

Representing the Department of Medicine, Cornell University: 
Dr. Eugene DuBois, Professor of Medicine 


Representing the Mount Sinai Hospital: 
Dr. George Baehr 

Patients with primary or secondary syphilis selected by members 
of the department of health were admitted to a six bed ward in my 
service at the Mount Sinai Hospital, where the treatment was admin- 
istered by the three investigators, Drs. Hyman, Chargin and Leifer. 
Two or three days after completion of the treatment the patients were 
transferred alternately for follow-up studies to Dr. Bruce Webster at 
New York Hospital or to Dr. Evan Thomas at Bellevue Hospital. 

Under the careful control of the committee, the original investigators 
treated a second group of 86 patients with neoarsphenamine. The 
observations on the first series, treated in 1933, were confirmed. As 
reported by them before the American Medical Association in 1939 ° 
and by them and me before the Association of American Physicians,® 
about 86 per cent of the patients who continued under observation after 
the five day course of treatment remained clinically well, with negative 
serologic reactions of both blood and spinal fluid. 

After this report was published, the serologic reactions became com- 
pletely negative in 4 cases in which results were still pending, and these 
cases may therefore be added to the group with satisfactory results.’ 
Of the 78 patients followed, 71 now have negative serologic reactions 
of the blood and the spinal fluid and are clinically well. The percentage 
of favorable results with neoarsphenamine is therefore 91 per cent. 

Of the entire series of 86 patients to whom the treatment was given, 
1 died and 7 disappeared from observation shortly after the treatment 
was concluded. Of the 7, 2 were never seen again after discharge from 
the hospital, 4 were lost after paying only one visit to the follow-up 
clinic two weeks after discharge, and 1 was seen for the last time six 
weeks after discharge, at which time the Wassermann reaction of the 
blood was fading rapidly. If all 7 patients who were lost shortly after 


5. Hyman, H. T.; Chargin, L.; Rice, J. L., and Leifer, W.: Massive Dose 
Chemotherapy of Early Syphilis by Intravenous Drip Method, J. A. M. A. 113: 
1208 (Sept. 23) 1939. Hyman, H. T.; Chargin, L., and Leifer, W.: Massive Dose 
Arsenotherapy of Syphilis by Intravenous Drip Method, Am. J. Syph., Gonor. & 
Ven. Dis. 23:685 (Nov.) 1939. 

6. Baehr, G.; Hyman, H. T.; Chargin, L., and Leifer, W.: Massive Dose 
Arsenotherapy of Syphilis by the Intravenous Drip Method, Tr. A. Am. Physicians 
54:25, 1939. 
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completing treatment are regarded as possible failures, an unwarranted 
assumption, it would reduce the percentage of favorable results to 83 
per cent. As all 7 patients had completed the full course of treatment, 
however, it is reasonable to assume that the percentage of favorable 
results is equal to that of the group of 78 that were followed. 

Toxic phenomena, chiefly polyneuritis, frequently followed the use 
of neoarsphenamine. Although usually mild, they were sufficiently dis- 
turbing to warrant the trial of another, less toxic arsenical. In the fall 
of 1938, after the only treatment fatality in the two series of 111 patients 
treated with neoarsphenamine (cause of death, hemorrhagic encepha- 
litis), further work with this arsenical was discontinued and mapharsen ? 
was substituted. 

The use of mapharsen was begun in October 1938. About 265 
patients have now been treated with this preparation. Toxic symptoms 
have been almost wholly eliminated. In his report, Dr. Chargin will 


Experiences with Neoarsphenamine: Results of Massive Arsenotherapy by 


é Intravenous Drip Method for Five Days 








Seronegative Reac- Failures: 
tfons and Well Clinical or Doubtful Maximum 
Follow-Up Number of —————-~——-—— Serologic Seropositive per Cent 
Series Study Cases Number Per Cent Relapse Results Failure 


1 6 yr. 15 13* 86.6 lt 1 13.4 
2 78 71 91.0 4 3t 9.0 


Total 9% 84 90.3 5 4 9.7 





* One definite reinfection after three years. 
+ One questionable reinfection. 


compare them with those observed after neoarsphenamine. The 
follow-up period is still too short to permit any final statistical evalua- 
tion, but the therapeutic results seem to be comparable to those obtained 
with neoarsphenamine. They will be reported in detail by subsequent 
speakers (Drs. Hyman, Webster and Thomas). 

Before concluding, appreciation must be expressed to those who have 
generously contributed their assistance: Dr. Harry Sobotka, chemist to 
the Mount Sinai Hospital, for the analyses of arsenic in the blood and 
the excreta; Dr. Louis Soffer, for tests of hepatic function, .and 
Dr. Nathan Rosenthal,,for the hematologic observations. The New 
York City Department of Health, through Commissioner John L. Rice 
_and the director of the Bureau of Social Hygiene, Dr. Theodore Rosen- 

thal, has placed its large clinical material freely at our disposal. The 
trustees and the executive director of the Mount Sinai Hospital have 
contributed all necessary hospital facilities without stint. 


7. The hemialcoholate of 3-amino-4-hydroxyphenylarsineoxide hydrochloride. 
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The arduous follow-up work, which included examining patients 
usually at two week intervals, was the responsibility of Dr. Bruce 
Webster and Dr. Evan Thomas and their staffs at New York Hospital 
and Bellevue Hospital. At each visit samples of blood were taken in 
triplicate, one being examined at the local hospital, one sent to Mr. Koop- 
man, chief serologist of the New York City Department of Health, and 
the third sent to Dr. John Mahoney at the United States Marine Hos- 
pital on Staten Island. The work which is now to be reported is there- 
fore the combined effort of a large group of persons. The follow-up 
observations were made by experts in two independent institutions 
which were not responsible for the treatment. The Wassermann tests 
and other serologic work were carried out independently in three labo- 
ratories, in two of them by quantitative titration methods. 

It is the opinion of members of the committee which has supervised 
the work that the relative lack of toxicity observed with mapharsen 
warrants a trial of this therapeutic technic in other well organized hos- 
pitals. Modifications and improvements in the technic will undoubtedly 
be made by others. Although the additional use of a bismuth compound 
and other effective therapeutic agents might have resulted in even 
better therapeutic results, they were omitted in order that the effective- 
ness of the five day treatment with the arsenical alone might be deter- 
mined. Without such adjuvants, 15 per cent of the patients may require 
a second five day course of treatment after an interval of six months. 

The committee and the Commissioner of Health have invited only 
a selected group of experts to this conference in order that trial of the 
method may be limited at present to well equipped hospitals. The technic 
cannot be recommended for general adoption until a larger volume of 
experience under careful hospital supervision has been accumulated and 
the necessity for the supplementary therapeutic agents has been deter- 
mined. It is already apparent that the method offers encouraging possi- 
bilities for the prompt control of syphilis in the highly communicable 


stage. 
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The apparatus employed in the intravenous drip is packed and auto- 
claved in a special container, devised by Dr. Joseph Turner, director 
of the Mount Sinai Hospital. The feature of this box is a slot con- 
taining perforations which are open while in the autoclave and closed 
at all other times to prevent contamination. 

Each set consists of a gravity flask and two lengths of translucent 
rubber tubing connected by a Murphy drip. The longer strip of tubing 
is attached to the gravity flask; the shorter, to an adaptor which fits a 


ff 


standard 20 gage, 1% inch (3.8 cm.) needle. 


The drugs are dissolved in a solution of triple-distilled water con- 
taining 5 per cent dextrose. Because of instability, the neoarsphen- 


amine solutions were made up at hourly intervals, as has been previously 
described. In the present work, the content of an ampule containing 
60 mg. of mapharsen has been dissolved in 600 cc. of the diluent. 
Where facilities are not available for the preparation and sterilization 
of solutions, commercial sets of the type approved by the Council on 
Pharmacy of the American Medical Association may be purchased ready 
for use. Dr. Bernard I. Kaplan, internist at Sing Sing Prison, has 
employed the latter technic, simply adding the drug to the commercial 
set. The solution of mapharsen is stable. At present four doses of the 
drug in the diluent are given without intermission each day, so that 
each patient receives 240 mg. of mapharsen in 2,400 cc. of 5 per cent 
dextrose solution, which contains 120 Gm. of the sugar. The rate of 
flow is approximately 3 cc. a minute. Ordinarily the drip is set up 
about 8 a. m., and the full dose has been injected by the end of ten to 
twelve hours. At the end of this period the needle is withdrawn, treat- 
ment being discontinued during the night but resumed the next morning. 
This procedure is carried out daily for five consecutive days until a 
total of 1,200 mg. of the drug has been administered in 12,000 cc. of 


Read at a Conference on Massive Arsenotherapy in Early Syphilis by the 
Continuous Intravenous Drip Method at Mount Sinai Hospital, New York, April 
12, 1940. 
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diluent, containing 600 Gm. of dextrose. The total arsenic content is 
approximately 360 mg. 

The choice of the vein is an important consideration. In the earlier 
work, in 1933, the site of injection was the cubital fossa. This required 
splinting of the arm, which not only interfered with the care of the 
patient but was uncomfortable, the pressure of the splint occasionally 
leading to traumatic neuritis. Throughout the recent work, the elected 
site for the insertion of the needle has been a vein on the forearm 
between the elbow and the wrist. This permits free movement of the 
elbow, and no splint is required; the patient may assist in feeding and 
in nursing procedures, such as the use of the bedpan; there is less 
danger of dislodging the needle from this site than at the bend of the 
elbow, where motion occurs. It is desirable to insert the full length of 
the needle, up to the hub, for firmer anchorage. The right and the left 
arm are used alternately for the injection procedure. Usually a vein 
can be employed again after a rest of twenty-four hours. 

Local disturbances are infrequent. It was thought that the slow 
injection of mapharsen would cause pain in the arm, but this has been 
rarely encountered. Infiltrations have occurred, but with the greatest 
rarity—in less than 0.5 per cent of the patients treated. Traumatic 
neuritis has been absent since the discontinuance of the use of arm 
splints. Local infection has never been seen. 

The nursing problem during the period of treatment consists of 
the preparation of fresh solution for each patient at the end of two or 
three hours and the refilling of the gravity flask. Meals are served 
on the ordinary bed tray. Patients can feed themselves. They are also 
capable of handling the urinal but, naturally, must be assisted some- 
what in the use of the bedpan. The latter disturbance may be prevented 
by having the patient evacuate or have an enema during the evening, 
when treatment has been discontinued. 

The patients are given a high calory diet, rich in starches and carbo- 
hydrates. The majority of the patients read, listen to the radio or play 
cards during the day. In the evening, after discontinuance of therapy, 
they may get out of bed. They suffer little or no discomfort. Many 
of them register a gain in weight of as much as 10 pounds (4.5 Kg.). 
This gain in weight is not due to any appreciable edema but may be 
explained by the fact that most of these patients otherwise under- 
nourished are so well treated with regard to food and nursing care. 

The routine examinations consist of the following : 

1. Daily urinalysis, including determination of urobilin. 

2. Determinations of the urea nitrogen content of the blood and the 
icterus index at the beginning and at the termination of treatment. 

3. Complete blood count, including that of the platelets, at the begin- 
ning and at the termination of treatment. 
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4. Complete physical examination on admission. 

5. Serologic examinations made in three different laboratories (these 
include the Kolmer, Kline diagnostic, Kline exclusion, Kahn standard 
and titered Wassermann tests). 

6. Dark field examination of material from all open sores. 

7. Estimations of renal function by determination of the specific 
gravity of the urine. 

8. Special tests of hepatic function by the bilirubin method. 

9. Studies of the excretion of arsenic in the urine and in the stool 
and its concentration in the blood (these studies have been made on 
only a limited number of consecutive patients). 

With the exception of 1 young woman, all the patients treated have 
been males. The reasons for this were administrative and practical, 
first, that a male ward was. made available for the study and, secondly, 
that it was far easier to obtain patients with early syphilis among males 
than among females. A little more than 50 per cent of the patients 
were white, 2 were Chinese and the remainder were Negro. Over 
70 per cent of the patients fell into the age group of 20 to 40, the 
youngest patient being 13 and the oldest 56. 
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TOXICOLOGIC MANIFESTATIONS 


LOUIS CHARGIN, M.D. 
NEW YORK 


This communication deals, in brief, with the toxic manifestations 
observed in 270 patients treated with mapharsen in various dosages 
by the drip method of therapy. 

The toxic manifestations in 111 patients treated with neoarsphen- 
amine have already been reported.t In the neoarsphenamine series, there 
were one fatality due to hemorrhagic encephalitis and a rather high 
incidence of polyneuritis (38 per cent). This led us to the substitution 
for neoarsphenamine of another arsenical, namely, mapharsen, which we 
had reason to believe might prove less toxic and perhaps equally 
efficacious therapeutically, if we were to judge by our experience with 
a large series of patients with early syphilis treated by the routine 
method. 

In the 270 patients for whom treatment with mapharsen has been 
completed, there has been no death due to the treatment. In 1 patient 
in the series hemorrhagic encephalitis developed, which will be discussed 
later. With this single exception there have been no important toxi- 
cologic manifestations in any of the patients. 

The primary or Herxheimer fever was also observed in the present 
series. This reaction consists of a brisk rise in temperature on the first 
day of treatment. Usually there is but a single spike and the tempera- 
ture returns to about normal the next morning, at which time treatment 
is resumed. This febrile reaction has no serious connotation and does 
not interrupt the progress of the treatment. It was observed in 62 per 
cent of the patients receiving neoarsphenamine and in approximately 
40 per cent of the present series. 

Secondary fever, frequently associated with or followed by toxico- 
derma, appears toward the latter part of therapy or after its termination. 


Read at a Conference on Massive Arsenotherapy in Early Syphilis by the 
Continuous Intravenous Drip Method at Mount Sinai Hospital, New York, April 
12, 1940. 

1. Hyman, H. T.; Chargin, L.; Rice, J. L., and Leifer, W.: Massive Dose 
Chemotherapy of Early Syphilis by the Intravenous Drip Method, J. A. M. A. 113: 


1208 (Sept. 23) 1939. 
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This occurred in 64 per cent of the neoarsphenamine series and in only 
13 per cent of the mapharsen series. The secondary fever may appear 
without toxicoderma, and, similarly, toxicoderma may appear without 
febrile reaction. The toxicoderma is usually morbilliform, rarely 
urticarial. It occurred in 45 per cent of the neoarsphenamine ‘series 
and in approximately 11 per cent of the present series. These eruptions 
should not be confused with the major dermatitides due to arsphen- 
amine. They are not of serious import and do not sensitize the patients 
to future injections of remedies of the arsphenamine group, since a 
number of the patients who had toxicoderma have been treated again 
without any untoward cutaneous reactions. 

Peripheral neuritis of a significant degree was not observed by us 
in this series, although minor paresthesias, never significant, may occur 
after the patient’s discharge from the hospital. It may be stated in 
passing that in the neoarsphenamine series the injection of thiamine 
chloride vitamin B, proved valueless as either a prophylactic or a 
therapeutic agent; also, the administration of vitamin C in preventing 
the secondary fever or the toxicodermas proved fruitless. 

It is interesting to observe that the nitritoid reaction, which occurs 
in 0.1 to 0.5 per cent of all patients to whom injections of neoarsphen- 
amine or arsphenamine are given, was not observed in a single patient 
in either series, and we have now given almost two thousand injections 
of massive doses. The intravenous drip method has eliminated this 
reaction. This experience strongly suggests that the nitritoid crises 
and colloidoclastic and anaphylactoid phenomena are merely clinical 
manifestations of “speed shock,” as first suggested by Dr. Hyman. 

Renal function during treatment has been carefully observed and 
studied. With the exception of transitory albuminuria in an occasional 
case, there has been no evidence of any significant disturbance of renal 
function. 

We have studied the effect of massive dose therapy with the arsen- 
icals on the liver. In addition to observations for clinical jaundice, 
daily examinations of urine for urobilin have been made. The icteric 
index has been followed, and special tests for bilirubin retention have 
been performed by Dr. Louis Soffer and his associates. In this series 
there were 2 instances of transitory jaundice while the patients were 
in the hospital. Occasionally a slight increase in the excretion of 
urobilin or in the icteric index has been found later, but this has been 
transitory and, apparently, of no important significance. It may also 
be noted that in a number of instances the icteric index before treat- 
ment was found to be above normal, as high as 15. This perhaps is 
indicative of mild hepatic damage due to syphilis. In most of these 
cases after the termination of treatment the icteric index fell to normal 


levels. 
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In 1 young man toxic hepatitis developed six months after the completion of 
therapy. This 26 year old native Virginian began his experience with hard liquor 
at the age of 10 years. By his eighteenth year he was a confirmed drinker, taking 
more than a quart (946 cc.) of hard liquor daily in addition to quantities of beer. 
He continued this practice before and after discharge from the hospital, to which 
he was admitted with a syphilitic infection of four months’ duration. For the 
infection he received a total of 0.7 Gm. of mapharsen, without having the slightest 
difficulty. Six months later he was readmitted to the hospital, because of per- 
sistently positive results of serologic blood tests. On this occasion he received 
1.2 Gm. of mapharsen in five days, again tolerating it well. Six months after this 
(in the interval he continued his usual custom of taking a quart of hard liquor 
per day) he returned to the clinic for a check-up. It was then discovered that 
he had jaundice. He was admitted to the hospital for the third time, now with 
the diagnosis of toxic hepatitis. Drs. Soffer and Sager, after careful consideration, 
expressed the view that the arsenic may have played a role in the production of 
the hepatitis but that to alcohol must be attributed the greater role. After ten 
days under appropriate treatment he was discharged practically well. 


Through the cooperation of Dr. Nathan Rosenthal, the effects of 
massive dose arsenotherapy on the hemopoietic system have been 
observed. In the neoarsphenamine series there were 2 instances of 
thrombopenic purpura. The condition in 1 case was idiopathic and 
and was cured by splenectomy ; in the other definite sensitivity to arsenic 
was found. In the present series of patients treated by mapharsen no 
untoward effects on the formed elements of the blood have been noted. 


Cerebral complications and the major dermatitides remain the bug- 
bear of arsenotherapy. In the neoarsphenamine series there were 2 
instances of hemorrhagic encephalitis, in 1 of which the condition proved 
fatal. In the present, much larger series, consisting of 288 courses 
of treatment, there have been 3 persons with cerebral symptoms. “Two 
of these had mild symptoms; 1 of them had a single convulsion and 
promptly recovered, and the second was dazed for a short time and 
completely recovered. Neither required active treatment. The third, 
a white man aged 26, was admitted with the diagnosis of seropositive 
primary syphilis. General examination revealed that he was suffering 
from chronic rheumatic cardiovascular disease affecting the aortic and 
mitral valves, but the process was inactive. He received 1.2 Gm. of 
mapharsen in five days. He took the treatment well. On the seventh 
day, i. e. on the second day following completion of treatment, head- 
ache developed, and soon thereafter there was a convulsion, which was 
followed by five additional attacks in four hours. He lapsed into stupor 
for forty-eight hours. With repeated lumbar puncture, intravenous 
administration of a 50 per cent solution of sucrose and paraldehyde 
sedation, he completely recovered in five days. He is now in perfect 
condition, two months after the episode. 

One must forever be on guard for cerebral complications in the 
course of any form of arsphenamine therapy. The important early 
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symptoms include severe headaches, drowsiness, persistent vomiting, 


dizziness, changes in personality, confusion and convulsions. If they 
are recognized in time and prompt treatment is instituted, the outlook 
is not as bad as is usually assumed. We regard three measures as 
important in therapy: (1) repeated lumbar puncture, (2) sedation (for 
this purpose paraldehyde was found to be superior to other drugs) 
and (3) dehydration, by means of frequently repeated intravenous injec- 
tions of 50 per cent sucrose. We doubt, incidentally, the value of 
sodium thiosulfate either for this condition or for the arsphenamine 
dermatitides. 

Hemorrhagic encephalitis has been responsible for 1 death and for 
1 serious illness in our entire series. This is an incidence of 2 in 399 


Comparison of Toxic Effects in Neoarsphenamine and in Mapharsen Series 
(as of May 21, 1940) 








Neoarsphenamine Map varsen 


_ . - — = 7 _ 
Number Per Cent Number Per Cent 
Total treatment courses (399 treatment 

CRIA ae lU EE. une ke sep pe maceene eee -" 288 
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* Received sulfanilamide for complicating gonorrhea. 


courses of treatment (this figure includes retreatments). From what 
we are able to gather from the literature, it seems that the number of 
instances of this complication in our series is not excessive. Cole,’ 
for example, reported 12 deaths due to treatment in 1,212 cases, or 
1 in 100. Half of the deaths were due to hemorrhagic encephalitis, 
that is, a ratio of 1 in 200. The cerebral symptoms, in Cole’s experi- 
ence, in 5 of 6 patients occurred with four or fewer injections of the 
arsenical. The inference seems warranted that hemorrhagic enceph- 
alitis is a manifestation of sensitivity rather than of overdosage. This 
viewpoint was also emphasized by Glaser, Imerman and Imerman * in 
their analysis of 158 cases of hemorrhagic encephalitis. The experience 


2. Cole, H. N., and others: Toxic Effects Following Use of Arsphenamine, 
J. A. M. A. 97:897 (Sept. 26) 1931. 

3. Glaser, M. A.; Imerman, C. P., and Imerman, S. W.: So-Called Hemor- 
rhagic Encephalitis and Myelitis Secondary to Intravenous Arsphenamines, Am. J. 
M. Sc. 189:64 (Jan.) 1935. 
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in the United States Navy, as reported by Phelps,‘ shows that there 
were 27 deaths among approximately 6,730 patients given 175,000 doses 
of arsenicals, or 1 treatment death per 264 cases. Accordingly, the inci- 
dence of hemorrhagic encephalitis with massive dose therapy is no 
greater than with routine treatment. 

Statistics that can be compared with ours, dealing with the less 
severe toxic phenomena, are not available. Our patients have been 
subjected to the closest scrutiny over extended periods of time and 
periodically observed. Such observation is not practicable in the average 
clinic for ambulatory patients ; consequently there are not many publi- 
cations for comparison. It is obvious that in clinical practice there are 
few observations on primary or secondary fever. In the average clinic 
many patients are lost from observation, and such minor toxic phe- 
nomena as develop may escape notice or be ignored altogether. Also 
patients may seek treatment at institutions other than the original one. 
From long personal experience, however, in the treatment of ambula- 
ory patients with syphilis, I am inclined to believe that the minor toxic 
manifestations observed in clinic practice do not much differ from those 
we have encountered with the drip method of therapy. 

Figures on treatment mortality which are available, however, and 
which again are modified by the fact that it is not easy in ambulatory 
forms of therapy to ascertain deaths which may have occurred in other 


institutions, show convincingly that our experiences are no worse, if 
not better, than those recorded in the literature. In the naval service 
dealing with healthy men there was | treatment death per 264 patients. 
In the Cole series there was 1 death in 100 patients. In the present 
group, thus far, there has been 1 death in 399 patients. Therefore, we 
feel that this method of therapy, with the drug now in use, is as safe 


as any. 
Finally, it should be stated that we have not observed a single case 
of any of the major dermatitides due to the drip therapy with mapharsen. 


4. Phelps, J. R.: Reactions Incidental to the Administration of 191,778 Doses 
of Neoarsphenamine and Other Arsenical Compounds in the United States Navy, 
U. S. Nav. M. Bull. 27:205 (Jan.) 1929. 
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CLINICAL CONSIDERATIONS 
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NEW YORK 


TREATMENT WITH NEOARSPHENAMINE 

In May 1939 at the meeting of the American Medical Association in 
St. Louis I reported, in collaboration with Commissioner Rice, the 
course of a group of 86 patients with primary or early secondary syphilis 
who received, by means of the intravenous drip, 4 Gm. of neoarsphen- 
amine over a period of five days. We are now able to report further 
observations that have been collected in the eleven months that have 
elapsed. 

Patients Lost from Observation We have been unable to establish 
contact with any of the 7 patients previously reported as having lapsed 
from follow-up observation. Two of these patients were never seen 
after they were discharged from the hospital; 3 made one visit to the 
follow-up clinic, and 1 made two visits. In massive dose chemotherapy 
the situation of the patients who allow treatment to lapse differs from 
that of those who allow routine treatment to lapse, since the latter, 
having had insufficient dosage, are a greater menace both to the com- 
munity and to themselves. In our series treatment was completed on 
these delinquents, and since the condition in 90 per cent of the followed 
patients has cleared, it is fair to assume that the vast majority of the 
patients who have lapsed from the follow-up studies have progressed 
satisfactorily, even though the outcome, so far as our records are con- 
cerned, is unknown. 

Deaths Due to Treatment.—The single fatality from therapy was 
that of the man who died of hemorrhagic encephalitis. Since the last 


report, 1 patient among those whose serologic reactions became negative 


has died of carcinoma of the stomach. 


Completed Records.—Subtracting the 1 death due to the treatment 
and the 7 patients who were lost from observation shortly after com- 


Read at a Conference on Massive Arsenotherapy in Early Syphilis by the 
Continuous Intravenous Drip Method at Mount Sinai Hospital, New York, 
April 12, 1940. 
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pleting treatment, and concerning whom no opinion can be expressed, 
there are 78 completed cases to be discussed. 

Failures-—There were 4 failures, as previously reported, the per- 
centage approximating 5. Three of the 4 patients suffered an infectious 
relapse and 1 a serologic relapse. The spinal fluids of 3 of the patients 
were completely normal, despite the positive reaction of the blood. The 
fourth patient was a morphine addict whose wife had active syphilis 
at the time he showed an infectious relapse. The reaction of his spinal 
fluid was positive. In the entire series of patients treated, this is the 
only time that a positive reaction of the spinal fluid has been encountered. 

Each of these patients has been retreated by routine methods, since 
at the time we were not committed to the policy of retreatment by 
massive dose chemotherapy. During the eleven months since the last 
report, there has not been a single failure to add to the unsuccessful 
group. 

Results Pending.—The course in 3 patients must be regarded as 
incomplete and the results as pending. The serologic reactions in each 
of these were tending toward reversal when the patients were last seen. 
It is still possible that at least 2 of them may return for observation at 
some future time. 

Serologic Reversal—The remaining 71 patients have negative sero- 
logic reactions and are symptom free and clinically well. They constitute 
_ 82 per cent of the entire group of 85 survivors, including those who were 
lost from the follow-up study and those in whom results are pending, 
and 91 per cent of the group that was followed, including the 3 patients 
with pending results. 

Seventy-three tests of spinal fluid were made for 66 of the patients, 
and all the reactions were negative. In 5 instances we have been unable 
as yet to obtain a specimen of spinal fluid. Serologic reversal was 
achieved in an average of twelve weeks. It is interesting to observe 
that in some instances serologic reversal did not occur until beyond forty 
weeks. The total span of observation to date approaches two years. 
Many of the patients have had more than fifteen negative serologic 
reactions. 

Comparison between the clearing of the results of the complement 
fixation test and that of the more sensitive flocculation test shows a lag 
in the clearing of the latter that amounted to an additional one or two 
follow-up visits. 

The ‘neoarsphenamine series may be summarized by the statement 
that against a single treatment death and a high incidence of peripheral 
neuritis there was a record of serologic reversals in excess of 80 per 
cent of the entire group and in excess of 90 per cent of the patients 
followed. The definitive treatment failures total 5 per cent. These 
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are the results of a five day treatment with a total of 4 Gm. of neo- 
arsphenamine, no other specific therapy having been given to any patient 
at any time. 

TREATMENT WITH MAPHARSEN 

After the death due to treatment, the members of the committee 
decided to continue massive dose chemotherapy by the intravenous drip 
method but to substitute for the neoarsphenamine an arsenical that 
might be less toxic and more stable, even if the therapeutic efficacy were 
not so great. For this purpose mapharsen was chosen. 

The problem of optimal dosage was an immediate concern. Since 
mapharsen is commonly used clinically in the ratio of 1 to 10 with regard 
to neoarsphenamine—that is, 60 mg. as against 600 mg.—a beginning 
dose of 10 per cent of the 4 Gm. dose of neoarphenamine, or 400 mg., 
of mapharsen was selected. 

It soon became obvious that the toxicity of mapharsen was so slight 
that increased dosage could safely be employed. Later, when infectious 
relapses were encountered, the dose of the drug was gradually and tenta- 
tively increased until, by slow stages, the present amount, 1,200 mg., was 
arrived at, the total being given over the span of five days, as described 
by Dr. Leifer. Even with this amount of mapharsen, which was three 
times the amount we originally used, the arsenic content is slightly less 
than half that of the 4 Gm. dose of neoarsphenamine; the latter, con- 
taining approximately 20 per cent of arsenic, possesses 800 mg. of the 
element, while mapharsen, containing 30 per cent of arsenic, has but 
360 mg. of the element per total dose of 1,200 mg. 

As a result of the alterations in dosage, the patients treated with 
mapharsen will be considered in two groups: (1) The group that is 
under observation at present, which now numbers 100 patients and will 
be brought up to a total of 125, each of whom has or will have received 
1,200 mg. in five days, and (2) the earlier group of the first 157 patients, 
for whom the dose varied from a minimum of 400 mg. to a maximum 
of 1,100 mg., the average being 700 mg. or slightly in excess of half of 
what we now believe to be an optimum and safe dose. 

Of the 157 patients in the group that received the smaller dosage: 


24 received less than 600 mg. 

30 received approximately 700 mg. 
27 received 800 mg. 

49 received 1,000 mg. 

27 received 1,100 mg. 


The earliest patient given the smallest dose was under observation 
approximately eighteen months ago; the most recent in this series with 
the larger dose, approximately six months ago. The results of therapy, 
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which will be indicated now, are necessarily tentative. Those cases 
reported as failures are, of course, irrevocable. For the group of patients 
progressing favorably at present only a trend can be reported. Hence, 
the figures that are to be announced are not definitive; they are subject 
to interpretation, and they may change appreciably between the present 
report and the report that will be issued when the committee is satisfied 
that sufficient follow-up observations have been obtained. 

This much, however, can be stated: In the light of our experience 
with the group treated with neoarsphenamine, in which not a single 
failure due to treatment has been added during the second year of obser- 
vation, the later report will probably not differ appreciably from the one 
to be rendered today. A certain number of patients who are today in 
the group with pending results may possibly clear as time progresses. 
Against this, a certain number of persons who are apparently free from 
infection at present may suffer serologic or infectious relapse, canceling 
the results that shift toward the more favorable side of the picture. 

Through the generosity of the foundations and the far-sighted plans 
of the Committee, both funds and adequate organization facilities have 
been guaranteed so that prolonged follow-up observations may be 
assured. 

With these qualifications, it may be stated that of the 157 patients who 
received an average dose slightly in excess of half of what is now 
regarded as optimal, the vast majority are pursuing a course which 


parallels that of the favorable cases observed in the neoarsphenamine 


series. 
With the same type of classification that was agreed to by the com- 


mittee last spring in the reporting of the neoarsphenamine group, the 
patients treated with mapharsen in group 1 may be briefly reported on 
as follows: 

Lost from Observation.—Sixteen of the 157 patients have not 
reported to the follow-up clinic for a time sufficient to obtain significant 
data. We regard these patients as having lapsed from observation, and 
their number is to be deducted from the total in the group before per- 
centages are calculated. However, since Dr. Webster believes that these 
patients should be calculated as failures of treatment, I shall also present 
percentage figures on the total group, i. e., all the patients who lapsed 
from the follow-up observation being regarded as failures of treatment. 

Deaths Due to Treatment.—There has been no death due to treat- 
ment in the entire series. 

Results Pending.—The results in 6 patients in the primarily treated 
group must be regarded as pending. It is impossible today to know 
whether these patients are going on to serologic clearing or whether 
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the persistence of the reagin in the serum will continue and place the 
patients either in the group to be treated again or in the group of 
acknowledged failures. 

Failures —Twenty-three patients may be included in the group with 
unfavorable results. Nineteen patients are acknowledged failures, so far 
as their first course of therapy is concerned. These patients have had 
either a cutaneous relapse, serum fastness or serologic reversal. None 
has had positive reactions in the spinal fluid. None has had any visceral 
manifestations of syphilis, other than the mucocutaneous lesion on the 
penis. Eleven of these patients have been retreated by a second course 
of massive dose chemotherapy, since it has become the more recent 
policy of the committee to retreat immediately those who have a muco- 
cutaneous or serologic relapse, as well as those who exhibit serum fast- 
ness at the end of four to six months. This policy somewhat complicates 
the purity of the experiment. It is done in the interest of the patient, 
since it is not the desire of the committee to jeopardize’ the welfare of a 
single patient for the sake of a purely scientific investigation. There is 
no dictum that limits massive dose chemotherapy to a single course of 
treatment. The benefits of the technic would in no way be vitiated if it 
were necessary to retreat 15 or 20 per cent of the original group. 

Of the 19 patients classified as failures from the first course, 8 were 
not retreated by massive dose chemotherapy. They were given routine 
treatment and, so far as this research is concerned, are to be classified 
as irrevocable failures. Of the 11 who were retreated, 1 has lapsed 
from follow-up observation; in 5 the results are pending; 3 have had 
serologic clearing, and 1 has failed to respond in his second course, in 
that there has occurred a serologic relapse, making a total of 9 (5 per 


cent) irrevocable failures, the same per cent as in the neoarsphenamine 


group. 

Infectious Relapse or Reinfection.—Four patients present an exceed- 
ingly difficult problem. In them, after therapy and serologic clearing, 
lesions developed on the penis that might be interpreted either as fresh 
infection or as mucocutaneous relapse. If the latter interpretation is 
correct, then the 4 patients must be regarded as irrevocable failures. On 
the other hand, if they suffered reinfection, then they must have been 
biologically cured and hence should be considered in the favorable group. 
Syphilologists have correctly set up rigid standards for proof of rein- 
fection. These criteria include several points that are impossible of 
fulfilment in the course of massive dose chemotherapy. It has seemed 
to us to be the wiser plan to balance the evidence in favor of and against 
reinfection so that each may decide in his own mind how best these 
patients should be classified. It is conceivable that the whole concept 
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of reinfection may have to be altered in the light of what we shall learn 
from the course of patients undergoing massive dose chemotherapy. 

Following the criteria laid down by Stokes and Parran, the following 
points are in favor of reinfection: 


1. The first infection has been proved. 

2. Serologic reversal has been achieved. In 1 patient there was but 
a single negative reaction; another had two negative reactions; a third 
had three, and a fourth had eleven. 

3. The spinal fluid was normal in the 1 patient who was subjected to 
the test. 

4. Each patient gave a definite history of exposure for the second 
infection. 

5. The infectious source for the second infection of 1 patient was a 
wife who had active secondary syphilis. 

6. There was a normal incubation period for the second chancre in 
each of 4 patients. 

7. The second chancre was at a different site in all 4 patients. Two 
of them had multiple lesions. Two who had had lesions on the frenum 
the first time had lesions on the ventral surface the second time. 

8. In 3 of the 4 instances there was no activity at the site of the 
first chancre. 

9. In each of the 4 instances dark field examination of material from 
the second chancre gave positive results. 

10. There was satellite adenopathy present with the second chancre. 

11. The Wassermann reaction of the blood, which was negative at 
the start in each of the 4 instances, changed to positive. 

Against reinfection and in favor of mucocutaneous relapse the follow- 
ing points may be presented: 

1. The patients did not receive approximately twenty injections of 
arsenic and twenty injections of a bismuth compound in the course of the 
first treatment. 

2. Two years did not elapse after the termination of the first course 
of therapy. 

3. The time interval between the first and the second infection was 
not two or more years. 

4. The secondary eruption did not appear twenty days after the 
appearance of the chancre, since these patients were subjected to therapy 
on the presentation of the lesion. 

5. The Wassermann reaction of the blood was not negative for one 
year after treatment of the first chancre. 
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6. In 3 instances the spinal fluid was not examined before the time 
of the appearance of the second lesion. 

However these conditions may be interpreted, all 4 patients were 
retreated by massive dose chemotherapy. Two already have clear serum, 
and the results in 2 are pending. . 

One hundred and twelve of the original group of 157 patients have 
already achieved serologic reversal. An additional 6 patients have had 
clearing with their second course of treatment. Some of these patients, 
who have not yet been observed for a sufficiently long time, have had 
only two or three negative reactions. Others, who have been observed 
for as long as eighteen months, have had as many as eighteen negative 
reactions. None of these patients has had any visceral evidence of 
syphilis. Sixty-nine examinations of spinal fluid have been made, 
usually some time after the sixth month, and all have given negative 
results. 

Calculating percentage figures by the most severe standards—that 
is, including as failures of treatment all patients who have been lost 
from observation, all of those with mucocutaneous relapse, serologic 
relapse and serologic fastness, those who had second courses of massive 
dose chemotherapy and the 4 patients suspected of having suffered a 
reinfection—there are still 72 per cent of the entire group whose course 
indicates a favorable trend. 

If the patients lost from observation within a short time after treat- 
ment are excluded, the percentage of those who have secured clearing 
by their first course of massive chemotherapy is approximately 80 
per cent. 

If the 4 patients with possible reinfection are added to the 112 who 
achieved serologic reversal by primary treatment, then the total who 
secured clearing by primary treatment is 116, or 74 per cent of the 
original group and 82 per cent of those that were followed. 

If to the 112 patients who obtained clearing with the single dose of 
therapy there are added the additional 6 who obtained it with their 
second course of treatment, the successful group numbers 118, and the 
percentage, based on the total group, is 75 and, based on the followed 
group, 84—the latter figure including 2 of the possibly reinfected patients 
who secured clearing with the second course of massive dose chemo- 
therapy. 

Again, it should be emphasized that these results reported in the early 
group of patients treated with mapharsen have been achieved with a 
dose averaging slightly over half of what we now considered to be the 
optimal safe dosage. 

The second group in the mapharsen series consists of 100 patients 
who have received a dose of 1,200 mg. Since the longest period of 
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observation for any of these is but six months, there is not much to be 
said at present that is definitive. However, a preliminary survey of the 
first 35 patients treated eighteen to thirty-six weeks ago shows that 
3 have lapsed from observation; the results in 6 are still pending; 25 
have already obtained serologic clearing, and 1 has been retreated 
because of a tendency toward serologic relapse. 


For all of the patients examined while being treated by massive 
dose chemotherapy, the dark field examinations have given negative 
results at the end of forty-eight hours. This fact assumes importance 
from the viewpoint of public health aspects, which will be discussed in 
further detail by Commissioner Rice. 

It is also important to observe at this point, from the public health 
angle, that 100 per cent of our patients completed their treatment. With 
ambulatory forms of therapy it has been estimated that a minimal case 
loss is 25 per cent ; the maximum case loss may be as high as 84 per cent, 
and the average is probably in excess of 50 per cent and closer to 60 per 
cent. In private practice the case loss is still higher, since the economic 
factor becomes an important added consideration. With routine forms 
of therapy the percentage of favorable results, even as reported in the 
best statistics from the Cooperative Clinical Group, is based not on the 
number of patients who inaugurated therapy but on those who could be 
followed for six months or more, the recalcitrant patients being discarded 


from calculations and menacing the community both from their infec- 
tivity and from the fact that the incompletely treated patients, in whom 
the late degenerative phenomena are more prone to develop, augment the 
population of hospitals for patients with chronic disease and of welfare 


institutions. 

With the cooperation of Ir. Harry Sabotka, we have carried out 
studies on the arsenic concentration in the blood in an attempt to deter- 
mine (1) the necessary arseaic concentration for effective spirocheticidal 
activity in human beings arid (2) the possible explanation of the occa- 
sional unsatisfactory result. ‘Whether or not this method is absolute 
in its accuracy, the calculations are constant. 

The arsenic concentration starts at zero. It rises within a few hours 
to 40,000,000 and this concentration is maintained virtually until mid- 
night, the evening figure being slightly higher and the midnight figure 
slightly lower. By morning of the second day the concentration is 
%o.000,000- It rises a few hours after the resumption of treatment to 
¥, 0,000,000: By evening it is Y, 900,000, With a slight fall to Y 5,000,000 
at midnight. On the morning of the third day the concentration is just 
under 49,900,000. By noon it has risen to 44 990,000. At the termination 
of all treatment, on the evening of the fifth day, the concentration is 
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1% 900,000: his is maintained until midnight. The morning following 
treatment the concentration has fallen to 44,990,999 and it is approximately 
V4 9,000,000 for two and three days after the termination of treatment. The 
final figure is three days after treatment when the concentration has 
again fallen to %o,000,000- 

The most interesting and significant observation is the maintenance of 
the concentration of between 14 990,000 and 4,000,000 for approximately 
the entire time that elapses between the institution of treatment on the 
third day and the day following the termination of treatment. In other 
words, these concentrations are maintained for the third, fourth and fifth 
and most of the sixth day, perhaps, approaching ninety-six hours. 

Analysis of the patients whose course has not been wholly satisfactory 
brings out an important therapeutic principle previously described. 
Dosage, while of some importance, is apparently of much less signifi- 
cance than the time that transpires between the acquisition of infection 
and the institution of treatment. The importance of this observation 
with regard to public health will be discussed by Dr. Rice. The fact is 
that rarely is an unfavorable course observed in, or is secondary treat- 
ment required for, patients whose treatment is instituted earlier than the 
eighth week following infection. These dates, difficult of absolute proof, 
are substantiated more concretely by the results of the initial serologic 
examinations. Seronegative patients should never experience difficulty. 
Patients with a Koopman titration of 7 plus or less or with a Kolmer 
reading (as done by Dr. Mahoney) totaling 10 or less (43210, for 
example) may be given a favorable prognosis almost without qualifica- 
tion. Those with a Koopman titration of 10 or more or with a Kolmer 
titration that exceeds 15 and approaches a maximum of 20 (44444) may 
have to be retreated because of an infectious relapse, a persistently 


positive serologic reaction or a serologic relapse. In any event, experi- 
ence indicates that with a single exception (occurring in a morphine 
addict exposed to a wife with infectious syphilis), we have not yet seen 
any person treated by massive dose chemotherapy in whom any visceral 
manifestations of syphilis have developed other than the mucocutaneous 
relapses at the site of the origin of the infection. 
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RESUME OF SEROLOGIC OBSERVATIONS 


JOHN F. MAHONEY, M.D. 


STATEN ISLAND, N. Y. 


In a study of this type reliance must be placed on serologic tests as a 
means of gaging the effectiveness of therapy after clinical manifestations 
have subsided. In assisting in the work it was the purpose of the two 
laboratories which participated to bring to the study a serologic routine 
which would be soundly critical, which would be as free as possible from 
the vagaries attributable to the personal equation, which could be main- 
tained without major technical changes throughout the period of obser- 
vation of the patients and which could be duplicated for a similar study 
by any laboratory doing good serologic work. 

The complete serologic routine consisted of five tests: three floccula- 
tion and two complement fixation tests. The serologic laboratory of the 
New York City Department of Health, under the direction of Mr. John 
Koopman, reported results obtained with a quantitative complement 
fixation technic. The Venereal Disease Research Laboratory of the 
Public Health Service performed a supersensitive flocculation test (Kline 
exclusion), two flocculation tests set at a diagnostic level (Kahn standard 
and Kline diagnostic) and a quantitative complement fixation test 
(Kolmer). All tests of the latter group were carried out in strict 
accordance with the technical details recommended by the originators, 
and at three intervals during the study their performances were checked 
with those of the originators’ laboratories. In the testing of spinal fluid 
the complement fixation methods only were used. 

In the patients who have been classified as responding successfully 
to the intravenous drip therapy, the trend toward serologic reversal 
was as uniform as could be reasonably expected in view of the variety 
of tests used and the possible difference in levels of sensitivity which 
they represented. The duration of the seropositive stage would not be 
appreciably lengthened or shortened, on the average, if any one of the 
diagnostic procedures alone was utilized as an index to the end point. 


Read at a Conference on Massive Arsenotherapy in Early Syphilis by the 
Continuous Intravenous Drip Method at Mount Sinai Hospital, New York, 


April 12, 1940. 
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The supersensitive Kline exclusion technic would add an average of 
sixteen days to the duration of the seropositive stage. In the use of this 
method, however, there is a factor of nonspecificity which is difficult of 
evaluation. The duration of seropositivity as determined by the com- 
plement fixation methods, which has been used in the published reports 
of the work, may be assumed to represent a fair average of the time 
required for the clearing of results of the two additional diagnostic 


flocculation tests. 

Of the patients for whom the diagnosis was established by dark field 
examination in the so-called pre-Wassermann stage of the disease, prac- 
tically all experienced a serologic upstroke following the therapy. The 
degree of this response, however, tended to be of low titer and the 
movement toward reversal to be prompt. In the patients whose 
serologic response was well established and of high titer at the time 
of treatment, the trend toward reversal was, as a rule, more protracted. 

The follow-up observation of the patients whose diagnoses were 
established by dark field examinations and who enjoyed rapid serologic 
reversals after the initiation of treatment will constitute one of the most 
interesting phases of the study. Although they are generally conceded 
to be the favorable type for treatment, should a considerable proportion 
escape serologic and clinical relapse during the five year period, the 
potential role of the therapy in the control of the disease would be entirely 
obvious. 

Some inconsistencies between the various tests were observed, gen- 
erally occurring as the concentration of reagin approached the threshold 
or vanishing point. This is not an uncommon finding in patients who 
have been vigorously treated by the generally used methods. 

From the serologic standpoint alone, the data being accumulated in 
the study will provide an excellent basis for a comparative analysis of 
the serologic patterns which are formed by the individual tests as the 
concentrations of reagin return to the base line. To be accurate this 
study will have to await a more prolonged observation of the recently 
treated group of patients. 
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In the evaluation of any experiment of the type just described, the 
results will fall into three categories: Some will be unqualified 
successes ; others will be rank failures, and still another group will be 
somewhere between in an inconclusive category. They may fall in this 
last group for a variety of reasons, such as insufficient observation, con- 
troversial findings or results which cannot be readily interpreted. When 
one is evaluating a problem involving as it does the public health aspects 
of an infectious disease, with the consequent dangers of exposing others 
to the infection, one must be overcritical in dealing with this inconclusive 
group of results, since they represent the real pitfalls of the experiment. 
Accordingly, with this in mind, I have tended to regard all patients who 
lapsed from observation while still seropositive as failures. I fully realize 
that a certain number of these will eventually be cured, but since this 
cannot be proved, it seems more conservative to regard them as failures. 
Fortunately, in this experiment the number of such controversial cases 
is not sufficiently large to make a material difference in the outcome. 

Another problem which has been difficult to evaluate has been that 
of mucocutaneous relapse and reinfection. At the New York Hospital 
my associates and I have tended to regard all cases in which Spirochaeta 
pallida reappeared at the site of the original lesion while there was any 
evidence of persistent reagin in the serum as cases of mucocutaneous 
relapse. Perhaps we have been too conservative. 

What degree of success ought to be expected from such a method of 
treatment in order to render it practical? In 1932 Dr. Stokes, in com- 
menting on the Cooperative Clinical Group study of the results of the 
treatment of early syphilis by a variety of methods, said that the Wasser- 
mann reaction was found to be permanently reversed at six months in 
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71 per cent of cases: In this same series, there were cutaneous recur- 
rences in approximately 11 per cent of the cases and serologic relapses 
in 14 per cent. Other authorities have estimated that 60 to 70 per cent 
of patients treated by a variety of methods throughout the country have 
a successful outcome. Any method of treatment capable of duplicating 
or improving on those results would seem worthy of consideration. 


PATIENTS TREATED WITH NEOARSPHENAMINE 
Forty-one patients treated by neoarsphenamine were referred to the 
New York Hospital for follow-up study. 


Immediate Complications. 
Icteric index over 15 
Peripheral neuritis (mild) 
Peripheral neuritis (severe) 
Dermatitis (mild ) 


All made rapid recoveries from these complications with the exception 
of 1 patient, in whom peripheral neuritis persisted for three months. 


Results Twenty-three patients (56 per cent) are still under obser- 
vation and have had negative reactions of the blood and of the spinal 
fluid. One patient (2.4 per cent) recently died of carcinoma but was 
in the latter category. 

In 14 cases (34.1 per cent) follow-up visits were allowed to lapse. 
Ten of the 14 patients (24.5 per cent) were seronegative or practically 
so when last seen. 

I believe that one may justifiably include 34 of the 41 patients (82.9 
per cent) in the group with successful results. 

The failures consisted of 3 patients (7.3 per cent) with infectious 
relapse and 4 patients (9.8 per cent) who dropped from observation 
while still seropositive, making a total of 17.1 per cent of failures or 
potential failures. 

These figures correspond closely with those of the follow-up study, 
based on the whole series, reported by Dr. Baehr a year ago. 


PATIENTS TREATED WITH MAPHARSEN 


Dose of Less Than 1,200 Mg.—Of 73 patients, 9 (12.3 per cent) 
have had infectious relapses and 4 (5.5 per cent) have had serologic 
relapses. Thus 13, or approximately 18 per cent, have been unques- 
tionable failures. In addition, 7 patients (9.6 per cent) were lost while 
still seropositive. Thus, 20 patients, or 27.4 per cent of the total, have 
had an unsatisfactory or potentially unsatisfactory outcome. Four (5.5 
per cent) are still seropositive at six months and hence fall in an 
indeterminate group. 
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Forty-nine patients (67.1 per cent) are seronegative or nearly so now 
or were when last seen. 

In summary, 27.4 per cent of this group have had an unsatisfactory 
outcome, either through failure of treatment or through lapse of follow-up 
visits while they were still seropositive ; 67.1 per cent have had a success- 
ful termination, and in 5.5 per cent the outcome is still uncertain. 

Dose of 1,200 Mg.—Since the first of the patients given this dose 
arrived at the hospital about Sept. 1, 1939, the period of observation 
has not been long enough to warrant any conclusions. Thirty-eight 
patients have reported to date. In this group, infectious relapses have 
occurred in 2 (5.3 per cent). Seven patients (18.4 per cent) have heen 
followed for six months or more, and are all seronegative. 

Complications.—No serious complications of treatment were observed 
in the series of patients treated with mapharsen. There were some mild 
complications : 

Icteric index over 15 12 cases 
Peripheral neuritis (mild) 5 cases 


All of the patients with these complications made rapid and uneventful 


recoveries. 
CONCLUSIONS 

In my experience, the results with neoarsphenamine were better than 
those with less than 1,200 mg. of mapharsen. What the outcome in the 
series receiving 1,200 mg. will be remains to be seen. It must be realized 
that no observations are yet available as to the remote outcome as far 
as the cardiovascular or central nervous system is concerned. However, 
at present it seems that this method of treatment compares favorably in 
regard to both immediate complications and results with standard meth- 
ods of treatment as applied throughout the country. 

From the point of view of the general adoption of this therapy, I feel 
strongly that as yet it should be limited to organizations or institutions 
in which adequate follow-up study is assured. The failures represent a 
public health menace which cannot be taken lightly. 

In my opinion, this method of treatment represents a real advance in 
the chemotherapy of syphilis. Perhaps the eventual outcome will be 
a modification of this method. Such modifications should be aimed at a 
reduction of the serologic and cutaneous relapses. When this is accom- 
plished, the result will be a practical, highly efficient method for use in 
the control of syphilis. 





MASSIVE ARSENOTHERAPY IN EARLY SYPHILIS 
BY THE CONTINUOUS INTRAVENOUS 
DRIP METHOD 


FOLLOW-UP OBSERVATIONS AT BELLEVUE HOSPITAL 


EVAN THOMAS, M.D. 


NEW YORK 


The essential facts regarding the patients observed at Bellevue 
Hospital after treatment with the intravenous drip method of admin- 
istering massive doses of arsenical compounds have already been pre- 
sented. I have no change to make in them, and I think that there is 
no disagreement about the facts. The more I deal with statistics, the 
less confident I am that they always present satisfactory pictures of 
the facts, but they are obviously necessary evils. Thus opinions regard- 
ing relapsing infectious syphilitic lesions and reinfections may differ, 
but as long as the facts are presented one can make his own statistics. 
It seems to me that patients lost to observation belong to the unknown 
and should be left there. The variables in syphilis are difficult enough 
without this factor, but it is legitimate to point out statistically the per- 
centage of known good results in the total number of patients treated. 
To do more than this with unknown factors is to bring deliberate specu- 
lation and doubt into statistical material which claims to be factual. 

Of the 42 patients treated with neoarsphenamine and followed at 
Bellevue Hospital, 3 were lost from observation within six months. 
One of them had a negative Wassermann reaction of the blood before 
he disappeared. Fifteen, or 35.7 per cent, had definite peripheral poly- 
neuritis, lasting as long as ten months in 1 case. In this series there 
were no other toxic symptoms observed. One hundred and twenty- 
two patients treated with mapharsen have reported to Bellevue Hospital. 
None of them presented any toxic manifestations under observation, 


with the possible exception of a man in whom jaundice developed six 


months after the treatment. 
There seems to be no question that neoarsphenamine is a much more 
toxic drug than mapharsen, but it is an interesting fact that many of 
the patients in both series voluntered the information that they felt 
much better after the treatment than they had for a long time prior to it. 
Perhaps some of this can be attributed to rest and care in the hospital, 
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but one cannot ignore entirely the possibility of a genine tonic action 
by the drugs themselves. Two patients gave a history of rheumatic 
fever and had cardiac disease due to rheumatic fever. Four showed 
roentgenographic evidence of pulmonary tuberculosis. In one the con- 
dition was probably active at the time of treatment, and he was recently 
sent to a sanatorium by members of the chest service at the hospital. 
It was the opinion of these physicians, however, that antisyphilitic treat- 
ment had not caused any exacerbation of the pulmonary lesions. 

In the neoarsphenamine series new genital lesions developed in 3 
patients after treatment. Two of these seemed to me to have fairly 
cleancut examples of reinfection. Both had negative Wassermann 
reactions of the blood at the time their new lesions appeared. Unfor- 
tunately spirochetes were not found in either case, although dark field 
examinations were made by several different persons and in 1 case 
at two different clinics. In both patients, however, secondary mani- 
festations and positive serologic reactions appeared while they were 
under observation. One named the source of his probable reinfection, 
and the woman was placed under treatment. The third patient may 
have an infectious relapse. Three months after treatment a penile lesion 
developed in which dark field examination at the Charles V. Chapin 
Hospital in Providence, R. I., showed spirochetes; at the same time 
he had a plus-minus Wassermann reaction of the blood with the 
cholesterolized antigen only and a questionably positive result of a 
Hinton test. He received standard routine therapy for four months 
and returned to New York but failed to report to the clinic for another 
ten months, when relapsing lesions developed on the genitalia, material 
from which showed spirochetes on dark field examination. I have no 
knowledge of any blood tests performed during the interval between 
his routine therapy and relapse. All 3 patients were retreated with 
mapharsen, without difficulty. 

In the mapharsen series 84 patients had less than 1.2 Gm. Nine 
were lost from observation and the treatment was a failure in 8, 7 of 
whom have been retreated. Of the 8 failures, 1 patient had relapsing 
lesions with spirochetes and 3 had possible infectious relapses, since 
they had sore throats which were moderately injected. Of the patients 
receiving 1,200 mg. of mapharsen, 1 with what seemed to be a clearcut 
reinfection has been retreated. Thus in the entire series there were 3 
probable reinfections, 2 infectious relapses according to dark field exami- 
nation and 3 probable infectious relapses as judged by sore throats. 
In addition, 1 of the neoarsphenamine series and 3 of the mapharsen 

_ series remained seropositive, and there was 1 serologic relapse without 
clinical symptoms. 

I have limited this report to toxicity and infectious relapse or rein- 
fections because it seems that they are the two most important clinical 
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factors arising from the experiment. It may be of interest that in the 
past four years I have seen 5 deaths attributed to neoarsphenamine 
or arsphenamine in the course of routine therapy. Two of the patients 
were from the clinic in Bellevue hospital. One died of aplastic anemia, 
and in the other acute yellow atrophy developed in the course of arsenical 
hepatitis. Of the other 3 patients, the condition in 1 was diagnosed 
by the neurologist as hemorrhagic encephalitis, and the other 2 died of 
second attacks of exfoliative dermatitis. Of 1,021 patients with early 
syphilis admitted to the wards of Bellevue Hospital in the past four 
years, in 59, or 5.8 per cent, the condition was diagnosed as relapsing 
infectious syphilis and in 3 as possible reinfection. I have not reviewed 
all of their charts, but of the last 10 patients with a diagnosis of relapsing 
secondary syphilis, 7 had had their lesions for over four weeks and 1 
had made five visits toa New York clinic before the diagnosis was made. 

Thus with neither type of treatment has the menace of infectious 
relapse been overcome, but the intensive form of therapy can scarcely 
be a greater hazard in this respect than present methods. Obviously 
patients treated by the intensive method must be followed at frequent 
intervals over a period of years and checked the rest of their lives, 
when this is possible ; but I do not believe that this presents any greater 
problem than the present routine method of treatment. 
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MASSIVE ARSENOTHERAPY IN EARLY SYPHILIS 
BY THE INTRAVENOUS DRIP METHOD 


ARSENIC EXCRETION IN THE URINE AND CONCENTRATION 
IN THE BLOOD 


HARRY SOBOTKA, Ps#.D 


WALTER MANN, BS. 
AND 


EDITH FELDBAU 


NEW YORK 


EXCRETION OF ARSENIC 

In the course of the study of continuous intravenous drip therapy 
of early syphilis, we had the opportunity to study the excretion of 
arsenic in the feces and urine of 35 patients during the period of treat- 
ment in the hospital. A few years ago the urinary excretion of arsenic 
was studied in this laboratory after therapy with massive doses of 
neoarsphenamine in 24 patients.’ The patients had received 2.4 to 5 
Gm., with an average of 4 Gm., of neoarsphenamine during the treat- 
ment, which lasted for four to six days. The amount of arsenic 
administered varied between 480 and 1,000 mg., of which 77 to 290 mg. 
was found to be excreted in the urine. The percentage of elimination 
varied from 11.6 to 37.2 during the treatment period, usually of five 
days, with an average of 21.1 per cent. 

Since a greater fraction of the arsenic is expected to be excreted 
through the intestinal tract than through the kidneys, a new series of 
studies was undertaken in which the analysis was extended to the feces. 

Method.—The arsenic was determined by an adaptation of the method of 
Morris and Calvery? to photoelectric colérimetry. The method consists of wet 
ashing with a mixture of nitric, sulfuric and perchloric acids. The digest is dis- 
tilled, according to Marsh, using an aliquot portion after making up 100 cc. The 
gas current is scrubbed by passing through a layer of washed sea sand drenched 
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with lead acetate solution. The arsenic mirror is then developed in a quartz tube 
heated in an electric microfurnace. The arsenic mirror is dissolved in 0.2 cc. of 
nitric acid. After driving off the nitric acid, the residue is taken up with 10 cc. 
of a solution of hydrazine sulfate and ammonium molybdate. This represents twice 
the amount of the reagent used by Morris and Calvery. The reagent is prepared 
as follows: Twenty parts of a 1 per cent solution of ammonium molybdate in 
five normal sulfuric acid and 2 parts of a 0.15 per cent solution of hydrazine 
sulfate are made up to 100 parts. The blue color developed on heating for ten 
minutes on the boiling water bath was measured in a photoelectric colorimeter 
(photelometer of Central Scientific Company) using an orange filter (Cenco 4) 
absorbing all wavelengths below 567 millimicrons. A curve was constructed for a 
concentration range from 5 to 100 micrograms of arsenic and a layer of 10 mm. 
thickness with a diaphragm opening to render water = 100. When plotting the 
arsenic reading against the galvanometric reading, the latter on the logarithmic 
scale of semilogarithmic paper, a straight line is obtained. 


TABLE 1.—Urinary Excretion of Arsenic During Neoarsphenamine Therapy 











Per Cent Arsenic 
Neoarsphen- Excreted in Urine Per Cent Arsenic 
amine, Arsenic, During Therapy Unaccounted 
in Gm. in Mg. (Five Days) For 


4.4 880 24.9 75.1 
4.0 800 17.7 82.3 
4.3 860 3.7 86.3 
4.3 860 16.4 83.6 
3.8 760 22.8 77.2 
4.0 800 14.6 85.4 
800 19.3 80.7 
900 20.6 79.4 
860 18.4 81.6 
800 15.4 84.6 
840 16.2 83.8 
840 20.8 79.2 
880 22.9 77.1 
840 18.7 81.3 


Aliquot samples were used for the analysis of the daily urinary output. The 
feces for twenty-four hours were pooled and homogenized in a ball mill and aliquot 
samples taken for analysis. 


Results—Table 1 summarizes the data for 13 patients treated with 
neoarsphenamine for whom urines only were analyzed. The urinary 
excretion varied between 13.7 and 24.9 per cent, averaging 18.7 per cent, 
in excellent agreement with the results of the preceding series. 

Table 2 contains the data for 12 patients likewise treated with neo- 
arsphenamine for whom analyses were made of feces and urine. The 
excretion of arsenic by these patients during the five day period of 
therapy was 16.7 to 24.3 per cent, averaging 19.8 per cent, in the urine, 
and 15.4 to 46.4 per cent, averaging 30.6 per cent, in the feces. The 
total excretion varied from 33.5 to 66.6 per cent, with an average of 
50.4 per cent. 

Since this left practically one half of the injected arsenic unaccounted 
for, we investigated the amount of arsenic excreted for a short period 
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after termination of the therapy, as we had observed that the excretion 
does not rise to maximum values until the second to fourth day after 
initiation of the treatment. The amount of arsenic excreted in the urine 
during post-therapy periods, averaging thirty-six hours, was insignifi- 
cant when compared to the amount cleared during therapy. However, 
up to 17 per cent additional arsenic was found excreted in the feces 
forty-eight hours after termination of therapy, and as much as 13 per 


TABLE 2.—Excretion of Arsenic During Neoarsphenamine Therapy 








Per Cent Arsenic Excreted 
—— ———___—_—_A——_—_______—__—__, Per Cent 
Neoars- During Therapy After Therapy Arsenic 
phen- (Five Days) (Two Days) Unac- 
amine, Arsenic, ——+———_~, ——__—_—_—___, counted 
in Gm. in Mg. Urine Stool Urine Stool 


800 29.7 ite 8.7 
800 30.0 awk 
800 37.2 
840 38.2 
840 15.4 
800 28.6 
800 21.0 
840 20.2 
800 42.3 
800 46.4 
840 28.4 
800 30.2 
815 30.6 
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TABLE 3.—E-xcretion of Arsenic During Mapharsen Therapy 








Per Cent Arsenic Excreted 
A——________________, Per Cent 
During Therapy After Therapy Arsenic 
Maphar- (Five Days) (Two Days) Unac- 
sen, Arsenic, — “~ ————_4—————, counted 
in Gm. in Mg. Urine Stool Urine Stool For 


0.60 174 49.2 12.8. 11.8 
0.60 174 24.4 31.2 12.2 
0.70 203 53.5 15.1 oe 
0.70 203 22.6 42.3 
0.63 183 65.2 . 
0.70 203 
0.70 203 
0.70 203 
0.90 261 
1.00 290 


0.72 210 
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cent during the first twenty-four hour post-therapy period. These 
figures still leave a considerable fraction of the total amount of arsenic 
unaccounted for. One may anticipate that an additional amount of per- 
haps 10 per cent may have been eliminated in the feces during the 
following days, leaving a deficit of one fourth to one third of the injected 
arsenic. Some of this is presumably eliminated through the perspiration 
and some deposited, for the most part, in hair, nails and bone. 

Table 3 deals with 10 patients who received between 600 and 1,000 
mg. of mapharsen by continuous intravenous drip during five days. This 
product contains 29 per cent arsenic. 
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The excretion during the five day period studied fluctuated between 
17.2 and 29.6 per cent in the urine and 19.5 to 73.5 per cent in the feces. 
The total excretion varied from 36.8 to 90 per cent. The averages were 
25.4 per cent for the urine, 42.3 per cent for the feces and 67.7 per 
cent for the total, figures which exceed the arsenic excretion after the 
administration of neoarsphenamine by one fourth. The excretion during 
the post-therapy period was about as high in this series as in the neo- 
arsphenamine series. The exceptionally high values in cases 4 and 
8 are due to retention of feces during the last days of treatment. 
It appears from these data that a high percentage of the arsenic of 
mapharsen is excreted through urine and feces in the majority of the 
cases when the drug is administered in amounts below 1,000 mg. in 
five days. 

The observation in case 10 may indicate that the excretion of arsenic 
in patients receiving more than 1,000 mg. of mapharsen may show 
values approaching those of neoarsphenamine. In other words, when 
larger doses of mapharsen are administered by the continuous intra- 
venous drip technic there may be a somewhat greater lag in excretion 
than with smaller doses. 


ARSENIC CONTENT IN BLOOD DURING AND AFTER CONTINUOUS 
INTRAVENOUS TREATMENT 
During the progress of the clinical work it became desirable to study 
the arsenic level in the blood during and after the course of treatment. 
The arsenic content of the blood was therefore studied in 18 cases. 


Method.—Specimens of blood of- at least 10 cc. each were obtained two to 
four times a day. This blood was ashed with the mixture of nitric, sulfuric and 
perchloric acids referred to in the description of the method for determining 
excreted arsenic. The residue was made up to 25 cc., and two portions of 10 
cc, each were used for analysis, corresponding to 4 cc. of serum. The blank value 
for a complete combination of all the reagents used was frequently redetermined, at 
least every time when the use of a new batch of one or the other reagents was 
begun. This blank amounted to 0.2, 0.3 or 0.4 micrograms per determination and 


was used as correction. 


Results —Applying this correction we found the specimens before 
treatment invariably free of arsenic. The arsenic rose to values of 10 
to 24 micrograms * per hundred cubic centimeters at the end of the first 
twelve hour period of treatment and to values of 10 to 30 micrograms 
on the second day. It dropped and reached values from 0 to 12 during 


3. One microgram is one millionth of a gram; hence, 10 micrograms in 100 
cc. signifies a concentration of 1 part arsenic in 10,000,000, and 40 micrograms 
in 100 cc. signifies 1 part arsenic in 2,500,000. 
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the first night and from 0 to 17 during the second night. From then 
on the values oscillated between 28 and 40 micrograms as maximum 
values for the evening specimens and between 16 and 35 micrograms 


as minimum values for the morning specimens. 
In 9 cases the arsenic level in the blood was studied for two further 
days after treatment; it showed a gradual decrease, in concordance 


with the observations made during the studies on excretion. 
The results are summarized in charts 1 and 2. 


= ee 
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Days of Treatment 


Chart 1.—Arsenic level in the blood during intravenous treatment with arsenic. 
Eight cases were studied during five days of treatment. Each circle represents 
one double determination of arsenic; the first circle to the left, next to the case 
number, indicates the zero level for each individual graph. The zero level for 
each case is placed for convenience an equal distance above the preceding one, 
and this distance corresponds to 10 micrograms of arsenic per hundred cubic 
centimeters. Hence, the initial value for case 7 signifies the 10 microgram line for 
case 8 and the initial value for 6 indicates the 10 microgram line for 7 as well as 
the 20 microgram line for case 8. The period of actual injection is indicated in 
black blocks. 


Comment.—Future studies of this nature in correlation with clinical 
and serologic follow-up observations may permit an evaluation of the 
significance of the behavior of the arsenic level of the blood on success 
and course of the cure. Of importance are probably the maximal con- 
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centrations in the blood obtained during treatment and the minimum 
values to which the arsenic drops during the intervals when treatment 
is discontinued. The sustained blood level during the later part of 
active treatment is comparable with the objective which has been con- 
sidered important in other forms of chemotherapy. 

The individual variations, in turn, indicate the individual ability 
to maintain the drug in the circulation and in the tissues. Furthermore, 
a study is desirable to determine the form in which the arsenic occurs 
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Days of Treatment 
Chart 2.—Arsenic level in the blood during intravenous treatment with arsenic. 
Ten cases were studied during five days of therapy and several days thereafter. 
(See legend for chart 1.) 


in the blood on the one hand and in the excreta on the other hand, 
especially with the new method of therapy. Finally, experimental studies 
on animals might throw light on the distribution of arsenicals in the 
various organs and tissues in comparison with the storage of arsenicals 
administered by single injection. 


SUMMARY 


The excretion of arsenic with the new intravenous drip method of 
arsenotherapy averaged 21 per cent of injected arsenic in the urine and 
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50 per cent in the combined excreta during the five days of treatment 
with 4 Gm. of neoarsphenamine. Additional amounts were found 
excreted during an observation period of two or three days following 
treatment. On the administration of amounts up to 1 Gm. of mapharsen 
by the intravenous drip method, the excretion averaged 67 per cent. 
The arsenic level in the blood showed a zigzag course with both mini- 
mum and maximum values rising during the first two days. On the third 
day and thereafter the blood level fluctuated between 16 and 40 micro- 
grams per hundred cubic centimeters. The minimum values before the 
daily resumption of treatment were 16 to 35 micrograms per hundred 
cubic centimeters, whereas the daily rise brought them invariably above 
at least 28 micrograms. 


DISCUSSION OF PAPERS BY DRS. BAEHR, LEIFER, CHARGIN, 
HYMAN, MAHONEY, WEBSTER, THOMAS, AND 
SOBOTKA, MANN AND FELDBAU 


Dr. C. WALTER CLARKE, New York: My association with this project has 
been one of the most interesting and satisfactory experiences I can remember. I 
wish especially to compliment my colleagues on the excellence of their presenta- 
tions of the facts. 

I am sure that I speak for every member of the committee which controlled 
this highly significant demonstration of a new therapeutic method when I call 
attention to the limitation of the work. Our experience has been limited as to the 
type of syphilis treated, the type of treatment given and the duration of observation 
of treated patients. 

It is worth while to emphasize the fact that we have treated only males with 
early syphilis. We do not know what the immediate results of our method would 
be in the treatment of latent syphilis, late syphilis, congenital syphilis, syphilis in 
pregnant women or even early syphilis in females. No assumptions should be 
made with regard to the treatment of these groups by the continuous intravenous 
drip method. 

We have employed only neoarsphenamine and mapharsen. We have given 
five days of treatment in nearly all cases. We do not know what would be the 
effect of longer or shorter periods of treatment or of administering a bismuth 
compound or mercury before, during or after the arsenical treatment. All of 
this remains to be determined by further investigation. 

Only a few patients have been followed for more than five years. The obser- 
vations on this small group are most encouraging. Observations on the group 
followed for shorter periods of time are encouraging as to the immediate results. 
We cannot assume, however, that because the immediate results are so successful 
the permanent results will be equally brilliant. The immediate results, however, 
may justify the method, especially from the public health point of view, even 
though the permanent results are less impressive than we hope will prove to be 
true, for the immediate results will have an important effect on the spread of 
infection. 

Perhaps a word of warning with regard to publicity is in order at this time. 
I think there is reason to fear that undue, sensational or inaccurate publicity may 
cause a great flood of applications to the Mount Sinai Hospital from victims of 
syphilis who are willing to sacrifice everything in order to take advantage of 
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what they will believe to be a marvelous new cure. Undue publicity would shake 
the confidence of thousands of syphilitic patients in the care which they are now 
receiving from their physicians. Many physicians would be placed in an awkward 
position when their patients demanded the five day cure which the doctors would 
not be prepared to administer. 

It is well to point out that this method of treatment is not available, and 
probably will not become available for some time, to patients with syphilis 
throughout the country. There is danger also that a few physicians may under- 
take to administer treatment by the intravenous drip method with disastrous 
results to their patients. Such experiences may tend to discredit a method which 
in the hands of experts and in medical institutions of the highest quality gives 
great promise of success. 

It seems to me that further carefully controlled scientific studies should be 
encouraged in as large a number of high grade medical centers as may be willing 
to undertake this work. 

Finally, it is important to note that from a research point of view estimations 
of this method which do not provide for adequate and long continued follow-up of 
treated patients will be of little value, since it will not be possible to evaluate 
the permanent results. 

Dr. JosepH EarteE Moore, Baltimore: I have already expressed myself in 
print (The Massive Dose Arsenotherapy of Early Syphilis, Am. J. Syph., Gonor. 
& Ven, Dis, 23:797 [Nov.] 1939) to the effect that I think this investigation 
may represent the most important advance in the treatment of syphilis since the 


original discovery of arsphenamine by Ehrlich in 1909. It is a familiar fact, of 


course, that since 1909 there has been going on in a number of chemotherapeutic 
laboratories throughout the world a search for new and better drugs to improve 
on arsphenamine, drugs which will act in less time, with more success and with less 
danger to the patient. Those efforts, although they have succeeded in producing a 
number of drugs which eliminate some of the technical difficulties and some of the 
minor dangers of treatment, have not yet been successful. No new drug has been 
shown to be therapeutically superior to old arsphenamine. 

This experiment represents a new method of using existing drugs. The 
theory of the method is clearly based on an analogy to the effect of sulfanilamide 
in bacterial infections. The success of treatment of bacterial infections with 
sulfanilamide depends on a time-dose relation. Bacterial infections treated with 
sulfanilamide are not cured until the blood-tissue concentration of the drug is 
raised to a certain critical level. Moreover, if this critical level is not main- 
tained for a sufficient period of time, there is a tendency to relapse. 

With this particular method, time-dose relation is applied to the treatment of 
early syphilis, with interesting results. Nevertheless, in my opinion, much fur- 
ther study is essential before the method is ready for general clinical application. 

The time-dose relation, i.e, the duration of treatment and the dose of the 
drug, whether neoarsphenamine or mapharsen, has apparently, as nearly as one 
can judge from published reports and from this presentation, been more or less 
arbitrarily chosen: five days of treatment and an arbitrary dosage which is 
determined largely on the basis of the patient’s tolerance. 

Perhaps this is not the first time-dose relation, and perhaps in the experi- 
mental laboratory something can be done to clarify the situation so that it may 
be possible to “cure” early syphilis in an even shorter time as successfully as 
this experiment has suggested that it may be “cured” in five days. Perhaps it 
may be possible to do it in five hours. 
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In the experimental laboratory, there are a number of things I should like 
to see done: 

1. Among these are toxicity determinations in animals with arsenicals given 
by this continuous intravenous method of drip administration. Data obtained by 
such studies do not at the moment exist. The minimal lethal dose and the 
maximal tolerated dose of the several arsenicals by this particular method are 
not known. Furthermore, it is essential to consider the question of the diluent 
used and the question of concomitant treatment. In an effort to prevent treat- 
ment reactions, the arsenical drugs used in this human experiment were admin- 
istered in a 5 per cent solution of dextrose, and some patients were simultaneously 
given vitamin B, (thiamine chloride) and vitamin C. There are no adequate experi- 
mental data available as to the effect on toxicity or, even more important, on 
therapeutic efficiency of the arsenical drugs when given in this diluent or with con- 
comitant vitamin therapy. 

Animal experimentation to determine toxicity, moreover, should employ larger 
species than the rabbit. In rabbits immobilized on an animal board long enough 
to permit continuous intravenous drip, there are important alterations in body 
temperature. The administration of drugs during fever may significantly modify 
both toxicity and therapeutic efficiency. As yet no reliable data on these points 
are available. 

2. I am interested, further, in the pathologic examination of animals killed at 
varying intervals of time after this form of treatment. What, if any, are the evi- 
dences of both immediate and remote damage to tissue? The fact that human 
beings may successfully tolerate this treatment without ill effects apparent within 
the next few months does not, to my mind, necessarily indicate that the treatment 
is harmless. Permanent ill effects may appear months or years afterward. 

3. I should be interested in the concentration of the drug as such and of 
arsenic in blood and tissues. There is needed much elaboration of the work 
already begun on a small scale by the Mount Sinai group. 

4. I am interested also in an accurate evaluation of the minimum effective 
dose for rabbits with syphilis by this means of treatment. These data, if and 
when available and when related to maximum tolerated dose by this method, 
may more accurately define the all-important time-dose relation. 

5. Finally, I am interested in the relation of all these problems to the possible 
combination of fever therapy and chemotherapy. There are accumulating, grad- 
ually, both clinical and experimental data to indicate that a combination of fever 
therapy and chemotherapy for patients or laboratory animals with early syphilis 
may be more effective than either one alone. I am all for this type of investi- 
gation in the laboratory. There are many experiments that cannot be done on 
human beings which need urgently to be done before such a method as has been 
here described can, it seems to me, receive general application. 

As to the clinical use of the method, many considerations influence its present 
availability for more general application. There are half a million freshly infected 
persons and no money to treat all of them by this expensive technic. This is a 
method which, because of its hospitalization requirement, is practically limited to * 
urban areas and to only a few of those because of limited hospital space. In my 
hospital in Baltimore no beds are available, and I do not know where I could 
get any. Cost is an important factor which must be considered in relation to the 
cost of present methods. 

The patient’s loss of time needs further consideration. Dr. Rice suggested 
that hospitalization for early syphilis is desirable. In my opinion it is undesirable 
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to take a patient with early syphilis away from his job and “out of circulation.” 
It seems to me much better from the standpoint of his morale and of his economic 
situation for him to stay at work if he can. 

The risk of the method, of course, is an all-important consideration. I am 
particularly impressed by the fact that, so far, in 374 patients treated there have 
been 4 examples of hemorrhagic encephalitis, of which 1 was fatal. The pub- 
lished and quoted data as to the incidence of hemorrhagic encephalitis with stand- 
ard treatment methods are not accurate, at least so far as Baltimore is concerned. 
Among 30,000 patients with syphilis treated there, only 2 examples of hemor- 
rhagic encephalitis have occurred. This is an incidence of 1 in 15,000 in place 
of an incidence of 1 in less than 100 here reported; and hemorrhagic encephalitis 
is one of the gravest complications of antisyphilitic treatment. 

The therapeutic result of this method of treatment must, it seems to me, be 
measured not only against the results of the best form of standard treatment but 
also against the results of the poorest form. In other words, are the good results 
of the intravenous drip method superior to the results of one to three injec- 
tions of an arsenical by the standard method? Not much is known about the 
results of poor standard treatment; but on the basis of a five to ten year follow-up 
of a large series of cases at the Johns Hopkins Hospital, they are about 65 per 
cent satisfactory. That is to say, 65 per cent of patients are “cured” both clini- 
cally and serologically by from only one to three standard injections of old 
arsphenamine. The results of massive arsenotherapy are perhaps 20 to 25 per cent 
better, but at an enormously increased cost to the community and increased risk 
to the patient. 

Another point which occurs to me is whether one might accomplish the same 
result (and this too is best determined in the laboratory rather than in the clinic) 
by means of multiple divided doses instead of the continuous drip. May it not 
be possible to give the patient two, three, four or five divided doses within a 
given day or over a period of several days, with less inconvenience, equal safety 
and equally satisfactory results? 

Finally, as Dr. Clarke has pointed out, I am, like many others, interested in 
the application of this method of treatment to late syphilis. Here is a different 
sort of problem. The question of infectiousness is not involved, but the treat- 
ment of late syphilis is a problem of even greater importance to the public health 
than that of early syphilis. There is four times as much late as early syphilis. 
In physical breakdown of the individual patient and in community expense, late 
syphilis is as urgent a public health problem as cancer. 

It seems to me that the group of physicians at Mount Sinai Hospital, in 
originating this new thought in the treatment of syphilis, has bitten itself off a 
lifetime job, one which, as Dr. Vonderlehr has said, deserves the utmost help 
from all possible directions and with the utmost speed. 


My own personal feeling is that much still remains to be done, however. It 
will, I think, be a number of years before results are available which justify the 
routine adoption of the system, and I think it ought not to be adopted in the 
meanwhile except as a research project. 


Dr. Joun H. Stokes, Philadelphia: This study is certainly impressive. I 
have had disconcerting experiences in watching the prolonged disposition to 
relapses of patients who looked at the start as if they would have good results, 
especially when serologic reactions of the blood are the chief criteria; in some 
persons the serologic reactions reverse readily and stay negative for one, two or 
three years and then a dangerous relapse occurs. I think it is not altogether 
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settled yet where this method will stand with reference to the control of relapses 
in patients. Relapse in patients is an inevitability. The best methods produce a 
certain number of them. 

Some emphasis has been placed on the question that with this method for a 
week the physician has the patient under control, whereas in a clinic there is 
no control over him, and he is in the clinic for an hour and then out for the 
rest of the week. I have watched the educational functions of the clinics as far 
as patients are concerned for a time, and I should say that one would have to 
weigh rather carefully the alleged period of repeated contacts of the patient with 
a clinic staff that is really setting out to educate him. 

Most of the staffs, in the hurry and scramble of work, have no chance to 
educate the patient, and the result is a defective follow-up study; but the short 
time the syphilitic patient remains under observation is not wholly a disadvantage, 
and he can be educated to a knowledge of the disease and to feel a responsibility 
toward it. It is even apparent that the best contact tracing is not done in the 
first visit or in the first two visits of the patient to the clinic. 

It requires intensive confessional effort while the patient is in bed receiving 
the drip to get him to tell the source of his infection; whereas after a visit or 
two, it appears his memory refreshes and he becomes interested in the problem 
and becomes better. I do not think one can afford to lose sight of the critical 
problem of tracing the source of the infection and the directions in which it has 
moved. 

I hope that one direction in which the experiment will branch out will be 
the use of some additional treatment, perhaps on some other angle of approach. 
I cannot say what it might be or what direction it might take. The total of 
good results might be increased and the proportion of relapses might be mate- 
rially lowered. I hope it will not be considered that the six days in the hospital 
ends the treatment as far as the further intelligent management of syphilitic 
patients is concerned. I hope to see an increase in the number of spinal fluids 
examined. 

I think Dr. Mahoney’s prediction on behalf of the serologic tests is interest- 
ing, as to what serology means with reference to cure. I am anxious to see 
whether any difference appears between seronegative and seropositive patients 
with primary syphilis. 

I was impressed by what amounted almost to the statement that all seronega- 
tive patients with primary syphilis treated by this method promptly became sero- 
positive. It furthers the concept of abortive cure, which I have thought has 
some weak spots in it. 


Dr. Haroitp N. Core, Cleveland: Through the kindness of Dr. Leifer and 
Dr. Chargin, this morning I had the pleasure of seeing 6 or 8 patients treated 
in this manner. I was surprised to find out how simple the technic was. I 
marvel at Dr. Chargin’s working out this scheme of therapy, using the plan 
suggested by Dr. Hyman, and certainly the approach is closer to Ehrlich’s idea 
of handling cases of syphilis than any method used thus far. 

In Cleveland the physicians have attempted to handle all the patients with 
acute syphilis that come to the City Hospital or to the University Hospitals in 
the beds that the city has, and I have been thinking of how much could be saved 
if this system were inaugurated there and this method of taking care of the 
patients with early syphilis could be employed. 

I agree with Dr. Moore that this achievement is one of the greatest that has 
been made since the time of Ehrlich and that the future for it is tremendous. 
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As to Dr. Clarke’s remarks concerning publicity of the method, I think still 
another phase must be considered. I hope this is not going to lead to publicity 
that will get the young men to feel, “Well, syphilis five days—that is the end!” 

Dr. R. A. VonpdEeRLEHR, Washington, D. C.: I had the privilege of discuss- 
ing Dr. Hyman’s paper before the American Medical Association last year. I 
was impressed by the clinical results which had been obtained during the rela- 
tively short period of observation. It is true that the observation period was 
short and one could not make a final decision on the basis of the meager figures; 
nevertheless, the results did look good even for the patients treated with neo- 
arsphenamine. I was, however, definitely disturbed by the large percentage of 
untoward reactions to the treatment and especially, in the neoarsphenamine group, 
by the relatively high instance of polyneuritis. I believe serious polyneuritis 
occurred in 10 per cent of the patients. 

I am greatly impressed with the clinical results after the use of mapharsen. 
I am not nearly as pessimistic as when the first results came out based entirely 
on the use of neoarsphenamine. 

I think that this investigation must be carried forward, because from a social 
and economic standpoint and from every public health angle, it has the greatest 
possible importance. It seems to me that for the past thirty years a single 
shotgun in administering the arsphenamines has been used. But, thanks to this 
group of experimenters, it has been made possible to shoot Dr. Ehrlich’s “magic 
bullet” in one of the more modern machine guns. 


Dr. E. R. Gentry, Governors Island, N. Y.: I do not think I have any- 
thing to say that has not been brought out. If this work is begun in the military 
service, it will be possible to hospitalize all the patients and to carry their records 
forward for a number of years probably better than has been done by any other 
group in the country. 

I am interested in what has been brought out here this afternoon, and I hope 
to see the work carried along further. 

Dr. C. S. STEVENSON: I came to this meeting not to speak on this most 
important advance in the management of syphilis but to listen and learn about 
the developments connected with the employment of a less toxic arsenical. 

For the past twenty-five years each new admission to the navy’s sick list 
with syphilis has averaged about sixteen sick days. If by the employment of 
this method this loss of manpower can be reduced by two thirds, the saving in 
time alone will be sufficient to keep two capital ships in commission. 

The medical corps of the navy is watching with an interest amounting almost 
to impatience the development of this method to the point of acceptance as a 
recognized clinical procedure. 

I agree that lay publicity concerning this treatment may be an unfortunate 
reality, but I hope the layman’s intelligent interest in a practical approach to a 
national problem will stimulate a widened field of scientific investigation ‘and 
thus shorten the time before this, or an improved, technic can be adopted by a 
large group of clinicians and thus greatly reduce the spread of syphilis. 

Dr. HucH J. Morcan, Nashville, Tenn.: I am impressed by the great impor- 
‘tance of the work which has been presented this afternoon. It is important not 
énly from the point of view of public health but from the point of view of the 
individual patient. 

There is one point which has not been touched on. It seems that mucocu- 


taneous relapses continue to be a problem of the same magnitude in massive - 
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intravenous therapy as in conventional treatment; I wonder if it will not be 
found that relapses will occur less frequently in persons whose syphilis has passed 
into the so-called secondary stage before massive treatment is instituted than in 
those who are treated when the disease is in the seronegative primary stage. 
With conventional treatment mucocutaneous relapses are more common in the 
persons with seronegative primary syphilis. It appears that in the early stages 
treatment prevents the full development of immunity or resistance which is 
engendered by the experience of several weeks of active syphilitic infection. 


Dr. B. I. KapLan, Ossining, N. Y.: I am not yet able to say much about 
the work at Sing Sing prison. The method as described is employed in the 
treatment of latent syphilis and asymptomatic neurosyphilis. To date it has been 
used for about four months in the treatment of 70 patients, with no serious 
reactions. 

At this time I am in no position to comment on the effectiveness of this type 
of therapy in the treatment of latent syphilis; there is still much to be done as 
far as dosage and vehicle are concerned. 

Dr. E. S. Goprrey Jr., Albany, N. Y.: I am not a syphilologist, and yet 
I have been interested for a long time in this field. I do not feel as Dr. Clarke 
does that this method ought to be kept closed to a small group in order that cases 
may be followed up over a period of years. Scientists always want to be sure of 
something before they let it out to the public or to the general practitioners. 
That is a natural reaction, and yet when they so delay, the amount of experi- 
mentation that is possible is severely limited. Eventually, this method will be 
thrown open to a great many more physicians if it proves to be all that it 
presently indicates in the treatment of syphilis. I think it has the greatest 
promise of any work in this field since Ehrlich’s announcement of arsphenamine. 

The real deficiency up to this time is experience with this method for women 
and for patients with latent or late syphilis. 

On the other hand, Dr. Stokes was not as explicit as he has been in times 
past about the deficiency of the ordinary physician in the treatment of syphilis. 
I do not think that it hurts anything to acknowledge that there is something 
with which the regular practitioner is not acquainted. 

I do not think that this technic is for office practice, but I can remember 
the early days of arsphenamine treatment, when $35 and more was charged for 
a treatment and all patients were hospitalized. Yet it was only through the 
application of arsphenamine by the general practitioner that a great many of the 
deficiencies of treatment with it were brought out. I do not think this therapy 
ought to have the kind of publicity that reaches the headlines; yet, on the other 
hand, it does seem to me the experiments ought to be carried out in many more 
hospitals and institutions than are represented at the present time. To that end, 
I think there ought to be a suitable description of this work for physicians who 
are capable of giving the treatment with reasonable safety, and the results should 
be judged on the basis of this wider experience with less expert supervision. 





MASSIVE ARSENOTHERAPY IN EARLY SYPHILIS 
BY THE CONTINUOUS INTRAVENOUS 
DRIP METHOD 


PUBLIC HEALTH ASPECTS 
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Massive arsenotherapy by continuous intravenous drip seems to 
offer new hope for the control of syphilis and merits significant con- 
sideration by public health officers as well as by clinicians. Taking 
patients suffering from infectious syphilis “out of circulation,” rendering 
a large proportion of them permanently noninfectious and even curing 
a number of them add to the health of the community immeasurably. 
Prevention of the spread of this epidemic disease is thereby assured. 

The advantages of this short period of treatment from the standpoint 
of cost seem obvious. ‘The effects of this type of treatment in the 
management of latent and late syphilis are as yet undetermined, but here 
again the opportunity for improvement over present methods may indeed 
prove a boon. 

The modern syphilis control program embodies elaborate and costly 
machinery for case finding and case holding. A great deal of this work 
will at one stroke be eliminated and made unnecessary by the ultimate 
perfection and universal application of this five or six day treatment 
with massive doses. When the fact is considered that even in well 
organized syphilis clinics the lapse rate is great—the cooperative clinic 
group reported that of 6,807 patients with early syphilis, 5,718 (84 
per cent) had allowed treatment to lapse before receiving twenty injec- 
tions of an arsenical drug—the actual and potential value of the massive 
dose rapid therapy looms up as a genuine advance. 

It should be possible with the first course of treatment to render 
permanently noninfectious at least 80 per cent of those infected with 
early syphilis, and it is conceivable that this figure may be even higher. 
The second course of treatment would clear virtually all of the remain- 
ing patients, with the exception of the irreducible minimal number of 
persons whose serum for some reason beyond present knowledge con- 


tinues to give positive reactions. 


Read at a Conference on Massive Arsenotherapy in Early Syphilis by the 
Continuous Intravenous Drip Method at Mount Sinai Hospital, New York, 
April 12, 1940. 
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The development and practical application of such a program would 
undoubtedly result in a tremendous saving in dollars and cents, in human 
suffering and disability and in lives. Governor Lehman said recently 
that a patient with early syphilis can be treated for about $100 at public 
expense, but that it costs the state $730 a year to maintain a patient 
with late syphilis in one of its institutions. He mentioned a single victim 
of late syphilis on whom the state had spent more than $20,000 for 
hospitalization. ; 

At this time it is particularly important to stress the applicability of 
massive dose chemotherapy to syphilis control in military forces. It 
would also result in tremendous savings in the treatment of the migra- 
tory and transient groups which are an ever present problem in certain 
sections of this country and even in a great city such as New York. 

The manner in which this research project was organized and 
administered is one which, I believe, deserves mention here today. The 
work described, which has been presented as a unified mass experiment, 
was made possible only through the collaboration of a number of official 
and voluntary agencies and was supported entirely by grants from 
philanthropic foundations. There was no connection with any com- 
mercial organization. A committee composed of representatives of the 
United States Public Health Service, the New York City Health 
Department, the American Social Hygiene Association, the heads of the 


departments of medicine at New York, Presbyterian and Mount Sinai 
hospitals and the head of the department of pharmacology of Columbia 
University assumed responsibility for the work and has guided the 
project with the greatest care in all of its phases. This work would not 
have been possible had it not been for the painstaking and scrupulous 
attention of the members of the committee. 
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USED OINTMENT BASES 
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Complaints of discomfort or of extension of a dermatitis not infre- 
quently follow the application of a bland preparation, such as petrolatum 
or boric acid ointment. It is frequently difficult to explain this reaction. 
Is it a mere coincidence; i. e., has the patient been exposed to some 
other irritating agent? Is the ointment an allergen? Is it a primary 
irritant? If the last is true, does the irritating action result from 
the chemical or physical properties of the ointment or from some com- 


bination of properties? Is the ointment base or one of the materials 
added to the base responsible for the irritation? In an attempt to 
answer some of these questions, a series of patch tests has been per- 
formed with many of the commonly used ointment bases, the composi- 
tions of which have been fairly well defined. It is hoped that future 
work will be concerned with the physical action of these materials 
on the skin. 

Probably the most extensively used ointment base is petrolatum 
U.S. P. Petrolatum is not a single chemical compound, and the United 
States Pharmacopeia’s specifications permit its chemical composition 
and physical properties to vary over wide limits. Aliphatic or aromatic 
hydrocarbons may be present ; the molecular weights of the constituents 
may range from 500 to 1,000; the amount of unsaturated hydrocarbons 
may be little or as great as 10 per cent. In the tenth revision of the 
United States Pharmacopeia, petrolatum is used in making boric acid 
ointment; in the eleventh revision, white petrolatum is used. Seldom 
have irritations been reported which could be traced directly to petro- 
latum. The saturated hydrocarbons are stable compounds;?* only the 


From the Department of Dermatology and Syphilology, Harvard Medical 
School and the Massachusetts General Hospital, C. Guy Lane, M.D., Chief. 

1. (a) White, R. P.: The Dermatergoses or Occupational Affections of the 
Skin, ed. 4, London, H. K. Lewis & Co., Ltd., 1934, p. 197. (b) Weber, L. F.: 
External Causes of Dermatitis: A List of Irritants, Arch. Dermat. & Syph. 35: 
129 (Jan.) 1937. 
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unsaturated hydrocarbons may be expected to be sufficiently reactive 
to cause chemical irritation. 

Nine samples of petrolatum, samples A to I,? were obtained, the 
physical characteristics of which are shown in table 1. All complied 
with the United States Pharmacopeia’s specifications. It may be stated 
that the average molecular weight for the hydrocarbons of sample F 
was greater than for any of the other samples; sample G had the lowest 
average molecular weight. Samples H and I contained the highest 
percentage of unsaturated hydrocarbons. Small amounts of each of 
these petrolatums were placed on pieces of white cotton flannel, which 
were subsequently put on the skin, covered with cellophane (not 
moisture proof) and held in place with adhesive tape. In all cases the 
materials were applied to the upper part of the back on normal- 
appearing skin for three days. Readings were made one to three hours 
after removal. 

TABLE 1—Specifications of the Petrolatwms 








Saybolt 
Saybolt ASTM Viscosity Flash 
Petrolatum Melting Point Consistency at 210 F. Point 
110-120 F. 185-220 58-63 420-430 F. 
110-120 F. 180-220 61-66 420-430 F. 
110-120 F. 175-220 62-67 420-430 F. 
112-122 F. 170-220 65-70 420-430 F. 
112-122 F, 170-220 65-75 420-430 F. 
120-130 F. 185-220 45-50 360-370 F. 
110-120 F. 185-220 55-60 410-420 F. 
105-112 F. 210-240 50-55 360-370 F. 
105-112 F. 215-255 50-55 360-370 F. 


Of the 79 patients studied, 24 had contact dermatitis, 10 had atopic 
dermatitis, 6 had various generalized dermatoses and the rest had such 
diseases as chancroid, dermatophytosis, syphilis, arsphenamine jaundice, 
pyogenic ulcers, lymphogranuloma venereum, lupus erythematosus, 
sarcoid, erythema induratum, lupus vulgaris, carcinoma and urticaria. 
These patients received a total of 559 tests with the petrolatum shown 
in table 1. Only two tests gave positive reactions, one an erythema 
and the other a papule. Both of these patients were subsequently tested 
by applying liberal quantities of the suspected base to the upper extrem- 
ities and back for seventy-two hours. No detectable cutaneous reaction 
occurred, and it was felt that the positive reactions had been false. 

If further tests are carried out on a large number of persons, some 
may be found who show a sensitivity or irritability to some or all of 
the petrolatums, as in the case reported by Hollander.* Our data 


2. These samples and their specifications were obtained from L. Sonneborn 
& Sons, Inc., New York. 

3. Hollander, L.: Dermatitis Produced by Petrolatum: Report of a Case, Arch. 
Dermat. & Syph. 38:49 (July) 1938. 
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indicate, however, that there are relatively few who are allergic to or 
chemically irritated by the petrolatums. No irritations to the petrola- 
tums were obtained in this study, even though several petrolatums 
were used which were definitely known to vary in the molecular weight 
of their constituents and in the amount of unsaturated hydrocarbons 
present. 

In addition to the petrolatums, the following materials which con- 
tain principally petrolatum were used for patch testing on each of the 
aforementioned 79 persons: ointment U. S. P., a special petrolatum 
base * and a petrolatum base containing cholesterol esters. The results 
were uniformly negative. 

Glycerite of starch, theobroma oil, benzoinated lard (all U. S. P.), 


glyceryl monostearate, cholesterol (Eastman organic chemical) and a 


cholesterol product containing a relatively high percentage of oxycholes- 
terol produced no positive reactions to patch tests in any of the 79 
persons studied. 

The final group of compounds studied included hydrous wool fat 
and hydrous wool fat emollients. The specifications ® for the hydrous 
wool fat follow: 














Melting point 

Moisture (maximum) 
Free fatty acid (as oleic) 
Saponification number 
Iodine value 


The three emollients had the following composition : 








Gm. or Ce. 


Be I Me eh Pe Gh cote cletaekiheccbpedeesace 
Sodium borate 
Potassium carbonate ............. : 
Hydrous wool fat 
Liquid petrolatum, heavy 
Distilled water 
aa. See CoS ha were ae vebe cenden tesa dedewdudecs tee 


. Stearic acid 
Oleie acid 
Hydrous wool fat 
Triethanolamine 
Distilled water 
Perfume 
Phenol 


III. Same as (2) with phenol omitted. 


The results of the patch tests with these four materials are seen in 
table 2. It is interesting to note the large number of positive reaciions 


4. Formula for special petrolatum base: liquid petrolatum 30.5 cc., petrolatum 
53 Gm., paraffin 16 Gm. and yellow wax 0.5 Gm. 

5. Sample and specifications furnished by N. I. Malmstrom & Co., Brooklyn, 
N. Y. 
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obtained with emollients II and III as compared with I. Since I elicited 
only a few positive reactions to patch tests, and wool fat none, the 
hydrous wool fat was probably not responsible for the large number 
of positive reactions for II and III. Since all three emollients contained 
the same perfume, this was probably not the irritant. Preparations 
II and III varied from I in that they contained triethanolamine and oleic 
acid. Oleic and stearic acids have been shown to be relatively non- 
irritating. Goodman’ stated: “Triethanolamine produces no irrita- 
tions to the skin, even if constituting as much as 15 per cent of the 


preparations.” 


TABLE 2.—Patch Tests with Hydrous Wool Fat and Hydrous Wool Fat 
Emollients 








Per Cent 


Hydrous wool fat 
Emollient I 
Emollient IT 
Emollient III 


Negative 


75 
1 


Dy 


Erythema 


0 
4 


29 


Papule 


0 
4 
14 
6 


Total 





Positive 


00.0 
10.1 
65.7 
61.4 


Some time ago we had the opportunity of performing patch tests on 
nearly 100 nurses who had no apparent cutaneous lesions with four pure 


TABLE 3.—Patch Tests with Triethanolamine Soaps 








Triethanolamine myristate 
Triethanolamine palmitate 
Triethanolamine stearate... 
Triethanolamine oleate.... 





Negative 


15 
30 
48 
15 


Erythema 


61 
64 


Papule 


Total 


76 
99 
95 
99 


Per Cent 


Positive 


80.2 
69.6 
49.4 
83.8 





triethanolamine soaps. The test materials were applied to the skin for 
twenty-four hours only. The results of these tests, as shown in table 3, 
led us to believe that the presence in emollients II and III of triethan- 
olamine, oleic acid and stearic acid, with the probable formation of 
triethanolamine soaps, was responsible for the large number of positive 
reactions seen with these materials. Irritations following the clinical 
use of preparations II and III were frequently observed. 


SUMMARY 


Nine petrolatums, all conforming to specifications of the United 
States Pharmacopeia but varying in molecular weight and in per- 


6. Blank, I. H.: Action of Soap on Skin, Arch. Dermat. & Syph. 39:811 


(May) 1939. 
7. Goodman, H.: Cosmetic Dermatology : 
& Syph. 36:116 (July) 1937. 


I. Triethanolamine, Arch. Dermat. 
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centage of unsaturated hydrocarbons, consistently elicited negative reac- 
tions in patch tests on a group of 79 persons. 

Patch tests with miscellaneous products, including ointment U. S. P., 
a special petrolatum base, a petrolatum base containing cholesterol 
esters, glycerite of starch, theobroma oil, benzoinated lard, glyceryl 
monostearate, wool fat, cholesterol and a cholesterol product contain- 
ing a relatively high percentage of oxycholesterol likewise gave negative 


reactions. 

Patch tests with hydrous wool fat and one emollient also gave few 
positive reactions. Two other hydrous wool fat emollients, however, 
gave a large number of positive reactions. These two emollients con- 
tained triethanolamine and fatty acids, and it is suggested that the 
irritating action of these emollients may be due to the presence of 
triethanolamine soaps, which were shown in another series of patch 
tests to give a high percentage of positive reactions to patch tests. 





EXPERIMENTS IN POISON IVY SENSITIVITY 
EFFECTS OF SPECIFIC INJECTIONS ON THE LEVEL OF SENSITIVITY 
TO QUANTITATIVE PATCH TESTS AND ON CLINICAL SUSCEPTIBILITY 


SOLOMON GREENBERG, M.D. 
AND 
ELLA D. MALLOZZI, B.S. 


NEW YORK 


Since the introduction of specific immunologic measures for the treat- 
ment or prevention of poison ivy dermatitis, the more than one hundred 
year old controversy as to their usefulness has continued, and no decisive 


answer is at hand even today. 

It appears that desensitization was first suggested by the American 
Indian practice of chewing the leaves of the poison ivy plant. Dakin,’ 
in 1829, was probably the first ‘medical authority to report the beneficial 
effects of specific desensitization. He stated that laborers and other 
persons chewed the leaves to gain immunity and that physicians advised 
that the forbidden fruit be eaten. 

Alumbaugh,? in 1898, half filled a vial with the buds or leaves of 
Rhus toxicodendron, poured into the flask enough alcohol or whisky 
to fill it completely and allowed this to stand for one day. He then 
made a third decimal dilution. Twenty drops of this were placed in a 
glass of water. One teaspoonful of the latter taken every hour cured, 
he said, in twenty-four to forty-eight hours. 

In 1902 Williams * recommended that a decoction of the leaves be 
taken or that the leaves be chewed and their juice swallowed. Ford,* 
in 1907, thought that he had immunized rabbits and guinea pigs by 
subcutaneous injection, so that they resisted four to six times the original 
fatal dose and so that their serum protected other animals against the 


r 


From the Skin and Cancer Unit of the New York Post-Graduate Medical 
School and Hospital. 

Dr. Marion B. Sulzberger gave valuable assistance. 

1. Dakin, R.: Remarks on a Cutaneous Affection Produced by Certain 
Poisonous Vegetables, Am. J. M. Sc. 4:98-100, 1829. 

2. Alumbaugh, W. E.: The Toxic Element of Poison Ivy, Med. World 16: 
298, 1898. 

3. Williams, T. W.: Remedy for Poison Oak, Med. World 20:482, 1902. 

4. Ford, W. W.: (a) Antibodies to Glucosides, with Special Reference to 
Rhus Toxicodendron, J. Infect. Dis. 4:541-551, 1907; (b) Artificial Immunity to 
Glucosides, Science 27:652, 1908; (c) Note on Rhus Toxicodendron, New York 


M. J. 90:215, 1909. 
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fatal dose; however, on subsequent attempts he could not repeat his 
results. In 1913 von Adelung ® showed that the excitant is not fatal 
for rabbits and guinea pigs. 

In 1918 Strickler * stated his belief that it was possible to desensitize 
by intramuscular administration of the excitant, even though serums 
studied by means of complement fixation had proved negative. He said 
the immunity was a tissue immunity, evanescent, and one that had to be 
frequently renewed. 

In 1919 Schamberg,’ returning to the oldest method, claimed to 
have desensitized human beings by feeding the tincture of Rhus toxico- 
dendron in ascending doses throughout the poison ivy season, with 
uniformly successful results. Successful results with intramuscular 
injections of an alcoholic extract were then reported by Strickler *: 30 
cases with no failures in 1921 and 95 per cent successful results in 1923. 
In 1923 Corson,® following Strickler’s method as to dosage and intervals, 
reported disappointing results. Good results were again reported, this 
time with the use of the combined method (injection and giving the 
tincture by mouth), by Williams,*° Bivings*t and Williams and 
McGregor 7? in 1924 and by Alderson ** in 1925. In 1925, however, 
Krause and Weidman stated emphatically that the preventive treat- 
ment did not prevent the reaction and that the curative value was like- 


wise scant or nil. 


5. von Adelung, E.: An Experimental Study of Poison Oak, Arch. Int. 
Med. 11:148-164 (Feb.) 1913. 

6. Strickler, A.: Treatment of Dermatitis Venenata, J. Cutan. Dis. 36:327 
(June) 1918. 

7. Schamberg, J. F.: Desensitization of Persons Against Poison Ivy, J. A. 
M. A. 73:1213 (Oct. 18) 1919. 

8. Strickler, A.: (a@) Toxin Treatment of Dermatitis Venenata, J. A. M. A. 
77:910 (Sept. 17) 1921; (b) Toxin (Antigen) of Rhus Toxicodendron and Rhus 
Venenata in Treatment and Desensitization of Patients with Dermatitis Venenata, 
ibid. 80:1588 (June 2) 1923. 

9. Corson, E. F.: The Value of the Toxin of Rhus Toxicodendron and Rhus 
Venenata, J. A. M. A. 81:59 (July 7) 1923. 

10. Williams, C. F.: Ivy Poisoning, M. J. & Rec. (supp.) 119:131 (June 4) 
1924, ; 
11. Bivings, G. L.: Successful Desensitization and Treatment of Poison Ivy 
and Poison Oak Poisoning, Arch. Dermat. & Syph. 9:602 (May) 1924. 

12. Williams, C. M., and McGregor, J. A.: Treatment of Ivy Poisoning by 
Rhus Tincture and Antigen, Arch. Dermat. & Syph. 10:515 (Oct.) 1924. 

13. Alderson, H. E.: Treatment of Poison Oak Dermatitis, California & West. 
Med. 23:982 (Aug.) 1925. 

14. Krause, G. L., and Weidman, F. D.: Ivy Poisoning: Preventive Treatment 
with Especial Reference to Individual Susceptibility, J. A. M. A. 84:1996 (June 27) 
1925. 
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A change in technic came about in 1925, when Clock ™* substituted 
almond oil as the vehicle for the injection of the extract in place of 
alcohol, which had heretofore been used. This diminished the pain, 
which is a disagreeable effect of the injection of alcohol, and allowed 
a larger dose of the active principle to be given, since the oil is absorbed 
more slowly from the tissues. Clock and Gowen,*® in 1933, using this 
method, reported good results. 

In 1936 Molitch and Poliakoff,’* giving the extracts by injection, 
reported excellent prophylactic results in a series of carefully controlled 
cases, in which one group received the extract and one group did not. 
Poison ivy dermatitis did not develop in the former group during the 
season, but it did in two thirds of the latter group. At the end of the 
season, 6 of each group were given poison ivy leaves to hold, and in 5 
of the 6 in each group a dermatitis developed. The authors stated that 
this last form of exposure was evidently too stringent a test and con- 
cluded that the protection afforded was a matter of degree and was 
eminently satisfactory, provided the exposure was not excessive. Blank 
and Coca,'* also in 1936, found the extract to be extremely effective in 
preventing dermatitis from moderate exposures, the efficacy increasing 
with the quantity of extract given. 

This short outline of some of the conflicting opinions serves to 
emphasize the divergence in the results obtained and to illustrate the 
often diametrically opposed views held by unquestionable authorities. 

Such was the status of the problem when the present studies were 
commenced, in the spring of 1936. 

Since the completion of our investigation (October 1936), several 
articles worthy of particular mention have appeared. The first is that of 
Molitch and Poliakoff.1® In 1937 they again reported a series of 50 
cases ; in the 42 patients who were given weekly injections (number not 
stated) of an alcoholic extract from the middle of the poison ivy season, 
not a single example of rhus dermatitis developed from the time of 
beginning the injections ; in every one of the 8 who were left as controls 
and to whom no injections were given an eruption developed. 


15. Clock, R. O.: Rhus Dermatitis: Its Treatment with Poison Ivy Extract, 
M. J. & Rec. (supp.) 122:93 (July 15) 1925; Ann. Clin. Med. 4:519 (Jan.) 1926. 

16. Gowen, G. H.: Treatment and Prevention of Rhus Toxicodendron Poison- 
ing, J. Allergy 4:519 (Sept.) 1933. Clock.15 

17. Molitch, M., and Poliakoff, S.:. Prevention of Dermatitis Venenata Due to 
Poison Ivy in Children, Arch. Dermat. & Syph. 33:725 (April) 1936. 

18. Blank, J. M., and Coca, A. F.: Studies of Prophylactic Action of Extract 
of Poison Ivy in Control of Rhus Dermatitis, J. Allergy 7:552 (Sept.) 1936. 

19. Molitch, M., and Poliakoff, S.: Prevention of Dermatitis Venenata Due to 
Poison Ivy in Children: Further Report, Arch. Dermat. & Syph. 36:1086 ( Nov.) 
1937. 
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The second article is that of Simon and Lotspeich.*° These investi- 
gators performed patch tests on 8 sensitive patients with three different 
dilutions of poison ivy extract (1:100, 1:1000 and 1:10,000). The sub- 
jects were then given a series of intramuscular injections of the specific 
extract and were subsequently retested with the aforementioned dilutions. 
The authors were able to demonstrate that the specific sensitivity of the 
skin was not appreciably altered, at least in so far as its capacity to 
react to the cutaneous tests was concerned. 

The third study to be mentioned here is that of Zisserman and 
Birch.** They studied a group of 1,731 boys at a Boy Scout camp on 
an island near Philadelphia. Three hundred and four boys received 
prophylactic intramuscular injections of the specific excitant. The 
incidence of subsequent poison ivy dermatitis in this treated group was 
51.6 per cent, while the total incidence in the camp was only 33.6 per 
cent. The authors therefore concluded that the injections increased 
rather than decreased the clinical susceptibility to poison ivy dermatitis.?* 


EXPERIMENTAL STUDIES 


It was our opinion that the natural clinical exposures to poison ivy 
are often so variable, and their frequency, degree and manner so difficult 
to ascertain, that it is generally not advisable to judge the efficacy of 
prophylactic injections solely on the basis of subsequent clinical freedom 


from dermatitis. There are, moreover, many possible sources for error 
in evaluating the effectiveness of prophylactic measures in terms of clini- 
cal incidence of dermatitis. In this connection we may mention as an 
example the well known fact that after a severe attack it is not uncom- 
mon to observe a variable period of refractoriness to contact type 
dermatitis. 

The problem of the efficacy of specific immunologic measures in the 
treatment and prophylaxis of eczematous dermatitis is of great impor- 
tance, not only in relation to poison ivy and other plant dermatitis but 
also because of its bearing on the possible specific treatment and prophy- 
laxis of contact type dermatitis in general. 

For these reasons it was decided (1) to attempt experimental studies 
with the application of an objective, quantitative measure for determining 


20. Simon, F. A., and Lotspeich, E.: Observations on Sensitivity to Poison 
Ivy, J. Invest. Dermat. 2:143 (June) 1939. 

_ 21. Zisserman, L., and Birch, L.: The Prophylaxis and Treatment of Poison 
Ivy Dermatitis with an Extract of Rhus Toxicodendron, J. Allergy 10:596 (Sept.) 
1939. 

22. The present experimental studies deal with problems of specific prophylaxis 
and not with specific treatment. We have therefore reviewed only the important 
previous studies on specific’immunologic measures for prevention and have not 
included those on the specific treatment. 
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the degree of cutaneous sensitivity both before and after the administra- 
tion of specific injections and (2) to attempt to determine the effect of 
specific injections on the clinical susceptibility to poison ivy dermatitis in 
a specifically treated group, as compared with a control group subjected 
to approximately equivalent natural exposures. 

Experiment 1—The study was carried out at two Civilian Conserva- 
tion Corps camps in New Jersey on 382 adult men. The men were all 
engaged in work consisting mainly of clearing and building in areas in 
which there was a moderately but not unusually heavy growth of poison 
ivy. 

The extract used throughout this experiment, as well as in all sub- 
sequent experiments, was prepared and supplied by a pharmaceutic 
company.** 

The method of extraction was as follows: poison ivy leaves were 
placed in acetone (preferably within four hours of gathering) for one 
month or more, treated with anhydrous calcium chloride and charcoal to 
remove the water and chlorophyll, and then boiled under vacuum to a 
concentration of 13 per cent solids. This material was added to sterile 
almond oil with 0.5 per cent chlorobutanol, in a proportion of 50 cc. of 
the extract to 950 cc. of the diluent. The solution was passed through 
a Berkefeld filter and then placed in ampules.** 

Each of the 382 men was given a patch test on the back and in the 
orthodox manner, with ten patches at the same time. Nine patch tests 
were made with the full strength extract and eight dilutions in acetone, 
1:10, 1:100, 1:500, 1,1,000, 1,5,000, 1:10,000, 1:50,000 and 1 :100,000. 
The tenth patch test was with a control solution of acetone in almond 
oil. In this way the level of sensitivity, i. e., the end point of reaction 
of each person at the particular time, was determined as accurately as 
possible. The readings of the responses elicited were graded 1 plus to 


4 plus, depending on the amount and intensity of the erythema, vesicula- 


tion and edema. 

Of the 382 men thus tested, only 278 could be closely observed dur- 
ing the entire six weeks of the experiment ; and only these are considered 
in the results here reported. Of the 278, 159 had no reactions whatso- 
ever to the patch tests. These nonreactors received no injections but 
were merely observed in order to determine the incidence of ivy der- 
matitis in a group of exposed persons not reacting to cutaneous tests 
(experiments 3 and 4). The remaining 119 persons, i.e., all those who 
reacted to one or more patch tests with ivy extract, were arbitrarily 


23. Lederie Laboratories, Inc., Pearl River, N. Y. 
24. It is this material in the ampules which is referred to throughout this article 
as the full strength, concentrated or undiluted extract. 
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divided into two groups. The first group, comprising 77 subjects, 
received two intramuscular injections of the undiluted poison ivy extract 
in oil. A first injection of 1 cc. was given, followed in two weeks by a 
second injection of the same amount. The second group, which com- 
prised the remaining 42 subjects who had reacted to patch tests, received 
two intramuscular injections of the blank vehicle (10 per cent acetone 
in almond oil), in doses of 1 cc. each, at intervals of two weeks. 


TABLE 1.—Comparison of Results of the First and of the Second Series of Serial 
Quantitative Patch Tests in Reactors Who Received Either 
Specific or Control Injections 








Sensitivity 

Unchanged Sensitivity Sensitivity Sensitivity 
Num- After Greater After Less After Negative After 
ber Injections Injections Injections Injections* 
fC Oe oo Oe i — ee ee 
Sub- Num- Per Num- Per Num- Per Num- Per 
jects ber Cent ber Cent ber Cent’ iober Cent 


Received specific injections 77 34 44.0 23 30.0 20 26.0 12 15.0 
Received controlinjections 42 12 28.5 12 28.5 18 43.0 12 28.5 





* Included in the group under the heading “Sensitivity Less After Injections.” 


TABLE 2.—Comparison of Strength of Solution Injected with the Reactions 
Obtained in Two Series of Experiments 








Reactions After Injections Reactions After Control 
of Extract Injections 
— = 


———— EEE a 


"3a" rape, Wy sas REE. 
Strength of Solution First Series Second Series First Series Second Series 


i) 
i) 


36 
2 
12 
6 
1 


_i_ a 


NOSSCHONSWAK 
No FO Or WOH =1 00 


— 
— 





* At the time the patch tests- were made there was no poison ivy eruption in any of the 
persons tested. 


Six weeks after the injections were completed, the skin of all 159 
subjects was again subjected to patch tests with the same quantitative 
serial dilutions of specific extract as had been employed in the first 
testing. The results of the comparison of changes in the levels of sensi- 
tivity to quantitative patch tests in the group treated with specific excitant 
and in the control group are set forth in table 1. 

In table 2 we have listed for comparative purposes the dilutions of 
the extract used which elicited reactions-in the first and in the second 
series of patch tests in persons who gave positive reactions after receiv- 
ing either specific or control injections. 
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groups were taught to recognize the plant and were told to use ordinary 
precautions to avoid exposure as much as possible. No extraordinary 


measures were used; i.e., no gloves or masks were worn, and no pro- 
tective greases or other devices were employed. It may be -said that 
while these men certainly did not “roll in the plants,” their exposure was 
to be regarded as a natural, moderate to massive one and was probably 
roughly equivalent to that of children camping in a region in which poison 
ivy grows in average abundance. It is to be emphasized once again that, 
as nearly as it was possible to achieve this result, the exposures in the 


two groups were of roughly equivalent degree and nature. 

Table 4 sets forth the results of this experiment. In addition to the 
numerical data set forth in the table it is to be mentioned that the average 
severity of the dermatitis was approximately equal in the two groups. 


TABLE 4—Comparison of Incidence of Poison Ivy Dermatitis in Patch Test 
Reactors Receiving Specific Injections with That in Patch 
Test Reactors Receiving Control Injections 








CInicalIvy Dermatitis 
Developed Within Six 
Weeks of Last 
Injection 

SS 


a hima 
Subjects Number Number’ Per Cent 


Subjects who had reacted to patch tests and had received 
specific injections 

Subjects who had reacted to patch tests and had received 
control injections 





Comment on Experiments 1 and 2.—In comparing results in the 
specifically treated group with those in the control group, it becomes 
apparent that the sensitivity as demonstrable by quantitative patch tests 
was apparently slightly increased after the specific injections, while the 
sensitivity as judged by the supervention of clinical dermatitis was 
decreased rather than increased after the specific treatment. 

This, of course, brings up the question of the results of patch tests 
as an index of clinical sensitivity. It is to be remembered that the form 
of quantitative patch test here employed could be expected to be more 
accurate as an index of clinical sensitivity than is any other form of 
cutaneous test usually employed ; in particular, it should be more accurate 
than cutaneous tests undertaken to determine clinical sensitivity in such 
diseases as hay fever and asthma. Some of the reasons for the expecta- 
tion of greater accuracy of quantitative serial patch tests in relation to 
clinical sensitivity are the following : 

1. The patch test is applied directly to the skin, to the organ actually 
affected by the clinical disease (in contrast to the conditions obtaining in 
hay fever, in which the skin is tested in order to ascertain the clinical 
sensitivity not of the skin itself but of some other organ). 
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It is of interest at this point (table 3) to record the qualitative 
response to the full strength extract in the first series of patch tests of 
the subjects who gave “negative” reactions to the patch tests in the 
second series and in the subjects who received either specific or control 
injections. 

Under the conditions of experimentation and with the use of two 
intramuscular injections of the particular specific extract, no significant 
reduction of the skin’s sensitivity to poison ivy could be objectively 
demonstrated by means of repeated quantitative patch tests on treated 
subjects and on a control group. There was, however, a decided fluctu- 
ation in the degree of sensitivity of many persons in both the specifically 
treated group and the control group, some increasing in sensitivity, 
some remaining unchanged and some decreasing in sensitivity. The 
phenomenon of decrease in sensitivity was more common among those 


TABLE 3.—Comparison of Responses in Two Series of Patch Tests with Full 
Strength Extract After Injections of Extract or Control Solution 








Number of First Series, Second Series, 
Subjects Reading Reading 
Received injections of extract (full strength) }* 3 plus Negative 


2 2 plus Negative 
3 1 plus Negative 
6 Plus-minus Negative 


Received control injections.................... 2 plus Negative 


1 
4+ 1 plus Negative 
7 Plus-minus Negative 





* An eruption of poison ivy developed between the two series. 
t An eruption of poison ivy developed between the two series in 1 person. 


receiving the control solution (43 per cent with decreased sensitivity, 
as compared with only 26 per cent in the extract group). We believe 
that in view of the fluctuations and the relatively small total numbers 
involved, it would be unwise to draw any conclusions from this figure at 
present. The last remark also applies to the finding that only 15 per 
cent of those receiving the extract gave entirely negative reactions to the 
second tests, while 28.5 per cent of those receiving the control solution 
demonstrated a change to complete lack of response. 

Experiment 2.—This experiment was designed to ascertain whether 
the specific injections as administered (experiment 1) reduced the inci- 
dence of clinical poison ivy sensitivity under the particular conditions of 
natural exposure obtaining during the experiment. 

We included here a first group of 77 persons who had reacted to one: 
or more patch tests and who received specific injections and a second 
group of 42 persons who had reacted to patch tests but who received 
only the control injections. Except for this one difference, these two 
groups were handled in exactly the same manner. All the men in both 
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decided beneficial effect (for example, Zisserman and Birch *') and are 
in contrast to those of observers who have reported striking benefits (for 
example, Molitch and Poliakoff ** and Blank and Coca **). The explana- 
tion for this discrepancy is not available, but it must be mentioned that 
the present findings, together with those of Zisserman and Birch, are 
in agreement as to the relative ineffectiveness of the specific measures 
employed. 

Our results, moreover, and those of Zisserman and Birch were 
obtained independently in two large and adequately controlled series in 
which the subjects first received specific injections and were then allowed 
to have fairly massive exposures under natural conditions and without 
special protection. It may be that the degree of clinical exposure is an 
important determining factor and that if our patients had been less 
exposed or if they had been protected in the same manner as the subjects 
of Molitsch and Poliakoff or of Blank and Coca, the beneficial effects of 
specific prophylactic injections might have been apparent. At any rate, 
further studies in this direction are urgently required; and, in view of the 
fundamental nature of this problem, it would certainly seem indicated to 
carry out studies on large numbers of subjects receiving specific injec- 
tions and of equal numbers of control subjects, having both groups 
subjected to various degrees of natural clinical exposures, both with 
and without protective measures. 

The final judgment on the possible efficacy of specific injections in 
the prophylaxis of clinical ivy dermatitis must remain in abeyance until 
further studies have revealed the causes of the divergent findings on the 
part of different observers. Nevertheless, the demonstration by Simon 
and Lotspeich and by us that the specific injections fail to produce a 
regular reduction in the level of cutaneous sensitivity to poison ivy, as 
determined by quantitative patch tests, cannot simply be ignored. Our 
present findings at least indicate that any reduction of sensitivity which 
specific injections may produce are not of such degree or of such kind 
as to alter greatly the level of cutaneous sensitivity to either patch tests 
or to massive natural exposures in the majority of subjects. The fore- 
going statement, i.e., that the results of patch tests cannot be entirely 
ignored in any discussion of clinical susceptibility, is amply borne out by 
the results of the following two experiments. The results ‘of these 
experiments (experiments 3 and 4) show that there is an undeniable 
relation between reactions to patch tests and both prior and subsequent 
clinical susceptibility to dermatitis on natural exposures. 

Experiment 3.—It was attempted to study the question of the relation 
between positive reactions to patch tests with poison ivy extracts and 
previous clinical susceptibility to poison ivy dermatitis. For this purpose, 


26. Molitch and Poliakoff (footnotes 17 and 19). 
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2. In the patch test, the mode of exposure is mere external applica- 
tion without trauma; i.e., the test exposure rather closely approximates 
the mode of clinical exposure to the excitant. 

3. The positive reaction to a patch test is an exact duplication (in 
miniature) of the clinical disease. 

4. In the quantitative serial dilutions, as employed in the present 
study, the end point was determined at which each subject no longer 
reacted. In other words, it was possible to determine for each person 
with a fair degree of accuracy, the actual level of sensitivity of the 
cutaneous tissues at the particular time and site. 

In spite of all these factors which are in favor of the accuracy of 
quantitative patch testing with serial dilutions as an index of clinical 
susceptibility, it is to be recalled that the conditions of natural exposure 
are, nevertheless, different from those of any cutaneous test. It is, 
therefore, to be expected that there should be some divergence between 
the results of even the most accurate cutaneous tests possible and the 
results of actual clinical exposure of the skin to the natural excitant. 
Moreover, some of the discrepancies between patch test sensitivity and 
clinical susceptibility may be due to spontaneous chronologic variations 
in the skin’s sensitivity to poison ivy, as well as to the local variations of 
degree of sensitivity in different areas of skin. The studies of Field and 
Sulzberger *° have shown that both of these variables may be present in 
poison ivy sensitivity. 

It is not to be expected, therefore, that the results of quantitative 
patch tests with serial dilutions will necessarily prove an absolute index 
of degree of susceptibility to subsequent clinical exposures. Neverthe- 
less, whether one adopts the criterion of level of cutaneous sensitivity as 
determined by quantitative patch tests before and after specific injections 
or whether one considers only the influence of the injections on the 
incidence of subsequent clinical ivy dermatitis, it is evident that under the 
conditions of our experiments no noteworthy diminution of cutaneous 
sensitivity resulted from the injections of specific extract. 

Due to the great divergence in results previously reported, the 
relation of our present findings to those of other observers is difficult to 
analyze. Our findings, that the specific injections produced no demon- 
strable reduction in the level of cutaneous sensitivity as determined by 
quantitative patch tests, seem to be beyond the influence of the fortuitous 
and fluctuating factors of clinical exposure and have already been con- 
firmed by Simon and Lotspeich. Our results in regard to the effect of 
specific injections on the clinical incidence of ivy dermatitis are in- 
accord with those of investigators who have been unable to show a 


25. Field, H., and Sulzberger, M. B.: Experiments in Poison Ivy Sensitivity, 
J. Allergy 7:139 (Jan.) 1936. 
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There is an evident correlation between the incidence of positive 
reactions to patch tests with poison ivy extract and the incidence of 
clinical ivy dermatitis on subsequent exposures. The reaction to the 
patch test is therefore in this respect a general index of future clinical 
susceptibility to natural exposures. 


SUMMARY AND CONCLUSIONS 

The divergent results and contradictory opinions as to the efficacy of 
specific immunologic measures in the prophylaxis of poison ivy dermatitis 
are briefly discussed. 

A method of cutaneous testing with quantitative serial dilutions of 
the excitant and the application of this quantitative method as an objec- 
tive measure of the level of cutaneous sensitivity before and after the 
prophylactic injections are described. 

The application of this quantitative method to measure the changes 
in the level of cutaneous sensitivity demonstrated that the specific injec- 
tions did not succeed in producing a regular diminution of the skin’s 
sensitivity, as demonstrable by patch tests. On the contrary, the 
quantitative patch tests demonstrated a slight increase in cutaneous 
sensitivity in the subjects specifically treated as contrasted with the 
controls. 

A group of specifically treated subjects and a group treated with 
blank control injections were subjected to fairly massive natural 
exposures to Rhus toxicodendron during the six weeks following the 
injections. The natural exposures in both the treated and control 
groups were, on the whole, approximately identical. Under the con- 
ditions of this experiment, there was little difference in the incidence (or 
severity) of clinical ivy dermatitis in the two groups. Ivy dermatitis 
developed in 27 per cent of the specifically treated subjects and in 36 
per cent of those who received control injections. 

Some of the possible explanations of the lack of strict correlation 
between the results of quantitative patch tests and the clinical suscepti- 
bility to natural exposures are mentioned. 

Some of the possible explanations of the divergent results of specific 
prophylaxis at the hands of various observers are discussed. The pos- 
sible influence of various degrees of exposures in altering results is 
considered. 

It is demonstrated that in a given group the results of patch tests with 
poison ivy extract are a general index of the incidence of previous 
clinical susceptibility to dermatitis from natural exposures to the plant. 

It is demonstrated that in a given group the results of patch tests 
with poison ivy extract are a general index of the incidence of future 
clinical susceptibility to dermatitis from natural exposures to the plant. 

52 Avenue B, Bayonne, N. J. 

4064 Bronx Boulevard, New York. 
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we divided our patients into two groups, the first group comprising 
184 subjects with positive reactions to patch tests with one or more of 
the dilutions in the first series, and the second group comprising 198 sub- 
jects with negative reactions to the patch tests with all dilutions 
(experiment 1). 


For the men of both these groups, a careful history was taken for 
previous clinical poison ivy dermatitis.**7 Among the 184 subjects with 
positive reactions to patch tests, 92 (50 per cent) had a history of ivy 
dermatitis; in the group of 198 with negative reactions to patch tests, 
only 29 (14 per cent) had a history of previous ivy dermatitis. 


On the basis of these figures, there is an evident correlation between 
the incidence of positive reactions to patch tests with poison ivy extract 
and the incidence of a history of poison ivy dermatitis. The reaction to 
patch tests is therefore in this respect a general index of previous clinical 
susceptibility to natural exposures. 

Experiment 4.—The question of the relation between positive 
reactions to patch tests with poison ivy extracts and the subsequent 
clinical susceptibility to poison ivy dermatitis was studied. 

For this purpose, the 278 subjects who remained and could be 
observed during the entire duration of the experiment were divided into 
two groups (regardless of the injections received). The first group con- 
sisted of 119 men who had given positive reactions to one or more patch 
tests ; the second group consisted of 159 persons who had given negative 
reactions to all patch tests. The men in both groups were instructed in 
identical manner and subjected to approximately equal clinical exposures 
to the poison ivy plant, as outlined in experiment 1. 

In the group of 119 reactors to patch tests, there subsequently 
developed 36 cases of clinical dermatitis, an incidence of about 30 per 
cent. In the group of 159 subjects with negative reactions to the patch 
tests; there subsequently developed 14 cases of clinical ivy dermatitis, an 
incidence of about 9 per cent.** 


27. We know that the reliability of the statements made by these men regarding 
the history of previous rhus eruption may be suspected. On the other hand, the 
majority of the persons in these particular camps were from rural districts, and 
they were probably accurately aware of the nature of an eruption when the cause 
was the poison ivy. I 

28. In a separate experiment, for comparative purposes, additional patch tests 
were performed on 16 persons (selected arbitrarily in the course of the first series 
of patch tests), using an extract other than the one used in our experiment. This 
other extract was apparently stronger, because 2 persons showed positive reactions - 
who did not react to the extract used in our experiment, and all the others gave 
qualitatively stronger reactions. This points to the probability that with a stronger 
extract a greater correlation might have been attained than that reported (experi- 
ment 4). It also demonstrates that the use of different extracts by different 
observers is a cause for the divergent results obtained by them and indicates the 
need for a standard potent extract. 
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enough to confine the patient to bed. In warts the pain ceases as soon 
as pressure is removed, while with corns the pain may occur even when 
the patient is in bed. 

The treatment of plantar warts is one of the most important and 
difficult problems of the dermatologist. Methods used for treatment 
include surgical excision,* surgical diathermy, curettage, electrolysis, 
freezing with solid carbon dioxide, application of salicylic acid plaster, 
suggestion, application of various acids and injections of a bismuth com- 
pound, both directly into the wart and intramuscularly. Probably the 
method of choice is the use of roentgen rays® and of radium. 

In 1931 Osborne and Putnam ® reported their results in 322 cases 
of plantar warts. The vast majority of their patients were between the 
ages of 10 years and 40. Forty per cent were females and 60 per cent 
males. The conditions in 87.7 per cent of their cases were cured by 
roentgen rays alone; in 80 per cent with one treatment and in 7.7 per 
cent with two treatments. They reported that they no longer used 
radium because of the time required. They stated that careful atten- 
tion should be paid to the peripheral vascular condition of the patient, 
because failure to cure occurs more commonly in patients with a damaged 
vascular system than in any other kind of person. 

Taussig and Miller * reported that over 80 per cent of plantar warts 
were amenable to radiation therapy. They stated the belief that in the 
use of radium the maximum dose should be administered at the first 
application and treatment should not be repeated more than once. It 
was their impression that the roentgen ray dose should consist of an 
intensive application followed by two subintensive exposures at two 
week intervals. Their results were as follows: Eighty-one and eight- 
tenths per cent of the patients treated by roentgen rays were cured, 
and 88.6 per cent of those treated by radium, but only 53 per cent of 
those treated by combined roentgen ray and radium therapy. 

Hazen ® reported his results in 157 cases. Roentgen rays alone were 
used in 136 cases, radium with roentgen rays in 21 cases, and radium 
alone in 6 cases. Among the 120 cases in which the final results were 
known, there were 8 failures. When roentgen ray and radium treat- 
ment were combined, there were but 5 failures. Nearly two thirds of 
his patients had previously been treated by chiropodists. 

In my series of cases there were 276 children and 240 adults, a total 
of 516. The final results are known in 238 cases among the children 


4. Haldin-Davis, H.: Brit. M. J. 2:18 (July 2) 1938. 

5. Michael, J. C.: Roentgen-Ray Treatment of Verucca Plantaris, Arch. 
Dermat. & Syph. 13:658 (May) 1926. 

6. Osborne, E. D., and Putnam, E. D.: Radiology 16:340, 1931. 

7. Taussig, L. R., and Miller, H. E.: Am. J. Roentgenol. 20:514, 1928. 

8. Hazen, H. H.: Am. J. Roentgenol. 19:440, 1927. 
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Plantar warts are generally classed as minor dermatologic condi- 
tions, yet they are encountered so often and can be so troublesome that 
I believe a statistical review of the 516 cases I have had in my private 
practice may prove of value. 

Owing to the wide popularity of sports in America, necessitating the 
use of swimming pools, locker rooms, shower baths and bathing beaches, 
there has recently been a tremendous increase in the number of plantar 
warts. 

In an excellent paper published in 1919, Wile and Kingery * settled 
the question of the infectiousness of warts. They produced lesions of 
verruca vulgaris, which were both clinically and histologically typical, 
by injecting intracutaneously a sterile filtrate of wart material. 

MacKenna * recently reported a widespread epidemic of plantar warts 
among English school children, especially adolescent girls. He stated 
the belief that individual susceptibility varies greatly but that the virus 
can secure a foothold on the skin where no abrasion can be seen. This 
virus probably cannot live or multiply except on living cells but may 
remain alive, presumably for some minutes if not hours, on a surface, 
such as a bath mat, where an affected foot has pressed. 


A plantar wart is a papillomatous tumor formed of a thickened 
stratum mucosum and stratum corneum, overlying hypertrophied papillae 
which contain enlarged and dilated blood vessels.* These vessels are 
sasily ruptured, and the blood from the tops of the papillae leaks into 
the basal cell layer and is carried upward in the growing epidermic 
cells. In practically every wart there is seen a group of black points, 
The finding of these small 


which are small masses of blood pigment. 
black puncta is one means of differentiating warts from two other com- 
mon conditions of the foot, namely, callosities and corns. 

Plantar warts in most cases cause a great deal of pain. This may 
vary from an ordinary amount after prolonged walking to pain severe 


President’s Address, Chicago Dermatological Society, Jan. 13, 1940. 
“1. Wile, U. J., and Kingery, L. B.: Etiology of Common Warts, J. A. M. A. 
73:970 (Sept. 27) 1919. 
2. MacKenna, R. M. B.: Brit. M. J. 1:509, 1938. 
3. Whitfield, A. W.: Brit. J. Dermat. 44:580, 1932. 
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Thirty-eight children were not followed up. Fifteen had one roentgen 
ray treatment, 1 had two roentgen ray treatments, 17 had one radium 
treatment, 1 had two radium treatments and 4 were treated with sali- 
cylic acid plaster and cautery. 

In the group of 240 adults there were 159 females and 81 males. 
One hundred and fifty-six cases were followed up and the results are 
known; in 84 cases the results are not known. 

Forty-nine had a single roentgen ray treatment: 

44 had skin units (1,050 r) 


3 
4 had 2% skin units ( 875 r) 
1 had 1 skin unit ( 350 r) 


There were 4 poor results in this series, or 91.8 per cent successful 


results. 
Twenty-six had two treatments with roentgen rays: 
15 had 3 skin units (1,050 r) 
§ had 3 | skin units plus 2% skin units (1,050 r and 875 r) 
1 had 2% skin units (875 r) 
5 had 2 __ skin units (700 r) 
In this group there were 7 poor results, or 73 per cent successful 
results. 
Thirty-five had one radium treatment of one and one-half to two 
hours, which gave 5 poor results, or 80.5 per cent: successful results. 
Six had two radium treatments of one and one-half to two hours, 
which gave 1 poor result, or 83.3 per cent successful results. 


Fourteen had radium plus roentgen ray treatment: 


5 had one radium treatment and one roentgen ray exposure of 3 skin units (1,050 r) 
2 had one radium treatment and two roentgen ray treatments of 2% skin units (875 r) 
4 had one radium treatment and two roentgen ray treatments of 2 skin units (700 r) 
3 had one radium treatment and two roentgen ray treatments of 1% skin units (525 r) 


There were 3 poor results in this group. 

Of the remaining 26 patients, 5 were treated with applications of 
salicylic acid plaster and solid carbon dioxide. Four had three roent- 
gen ray treatments of 1% skin units, too small a dose. Three were 
treated with salicylic acid plaster applications and cautery, 4 with 
cautery alone, and for 9 that had had previous roentgen ray therapy 
before consulting me, solid carbon dioxide, cautery and salicylic acid 
plaster were the methods used. 

I was unable to follow up 84 of the adult cases, and consequently 
the end results are unknown. Thirty-three of these had one roentgen ray 
treatment, 7 had two roentgen ray treatments, 30 had one radium treat- 
ment, 6 had two radium treatments, 5 were treated with radium and 
roentgen rays combined and 3 were treated with cautery. 
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and in 156 among adults, a total of 394. For 38 children and 84 adults 
the results are unknown, because some made only a single visit to 
the office. 

There were 168 females and 108 males in the group of children. 
Their ages varied from 4 years to 17. The majority ranged in age 
from 12 to 15. 

One hundred and twenty-three children had one roentgen ray 
CxporeEe 106 had 3 skin units (1,050 r) 


9 had 2% skin units ( 875 r) 


8 had 2 skin units ( 700 r) 


Unfiltered roentgen therapy was used in all these cases. There were 
2 failures in the 123 cases, or 98.3 per cent successful results. 

Twenty-nine children had two roentgen ray exposures: 

18 had 3 __ skin units (1,050 r) 
5 had 2% skin units ( 850 r) 
3 had 2 skin units ( 700 r) 
3 had 1% skin units ( 525 r) 

There were 3 failures in this group, or 89.6 per cent successful 
results. 

When more than one roentgen ray exposure was given, the second 
treatment was not given until eight weeks had elapsed. 

Sixty-four children were treated with one radium exposure, varying 
in time from one and one-half to two hours, depending on the depth 
of the lesion. A 10 mg. plaque of full strength radium, shielded with 
0.2 mm. of aluminum and rubber, was placed directly in contact with 
the wart, after the surrounding skin had been shielded with lead foil. 
Radium was used mainly where there were multiple lesions. The results 
in this group were extremely satisfactory, in fact 100 per cent success- 
ful. Four children had two radium exposures, eight weeks apart. There 
was | failure in this group, giving 75 per cent successful results. 

Five children were treated with both radium and roentgen rays. In 
addition to one radium treatment, 3 had two roentgen ray treatments of 
1% skin units (525 r). Two had two roentgen rays treatments of 2 
skin units (700 r) at eight week intervals. 


Because of superficial and multiple lesions, 4 were treated by first 
applying a piece of 40 per cent salicylic acid plaster to the wart for 
several weeks and then curetting out the remainder of the lesion or 
cauterizing it. The results in 3 cases were good. 


In 9 cases salicylic acid plaster, cautery, curettage and freezing with 
solid carbon dioxide were used because of previous roentgen ray therapy 
at the hands of another operator. In this group the results were only 
fair. 
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I have never tried it, but it is possible that some of my successful results 
with children may have been due in part to suggestion. 

The attendant pain and disability make plantar warts more than a 
minor dermatologic condition. Most of them will respond to roentgen 
ray therapy; a few will resist it. I believe it to be safe practice to have 
the resistant lesions removed surgically or by some other means if after 


two roentgen ray exposures, given at intervals of eight weeks, they 
have not disappeared. In unexperienced hands roentgen ray therapy is 
dangerous, and its careless use can cripple a patient for life. If given 
properly it is one of the best weapons for removing this troublesome 


condition. 
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Considering the results obtained with roentgen rays and radium, it 
would seem that the use of one or the other is the method of choice in 
the treatment of plantar warts. While it is true that excellent results 
have been obtained with other methods, namely surgical excision, 
removal with cutting current and electrolysis, one must remember that 
warts are infections caused by a virus and that there is always the 
possibility of opening up new channels of infection. Recurrences are 
common even after complete excision, and the possibility of producing 
scars must also be considered. 

The use of roentgen rays is a method always welcomed by children, 
because there is no pain, no attendant fear of needles and knives and no 
interference with play. In children I believe it is always the method 
of choice, especially now with the use of shock-proof apparatus. 

Radium is of the same value in children. The only objection to 
its use is the time element, but when there are numerous warts and 
enough radium is obtainable, a number of warts can be treated at one 
sitting. 

It is of the utmost importance in the treatment of warts on the feet 
to see that the lesions are carefully shielded to their exact borders with 
lead foil. It is of equal importance that no more than two roentgen 
ray or two radium treatments be given to any one wart. These treat- 
ments should not be given oftener than seven or eight weeks. Follow- 


ing this method, I have not encountered a case of radiodermatitis, 
atrophy or keratosis, provided the wart had been shielded carefully. I 
believe that many of my early failures were due to the use of too small 
a dose of roentgen rays at the beginning of treatment. For children or 
for adults I believe that at least 3 skin units (1,050 r), provided the 
wart is carefully shielded, should be the initial dose. 


For patients that have previously been treated elsewhere with roent- 
gen rays and radium, I have used a 40 per cent salicylic acid plaster, 
with considerable success. I apply this for a week or two, until the 
wart has become soft, and then curet out what I can and freeze the 
remainder with solid carbon dioxide. This method is tedious, in that 
it requires a long time to effect a cure. Its advantages are that it is 
not painful and does not prevent the patient from pursuing his usual 
occupation. 

The injection of a bismuth compound, either intramuscularly or 
directly into the wart, has been disappointing in the few cases in which 
I have used it. Suggestion therapy has been practiced with consider- 
able success by Sulzberger and Wolf,® Bloch,’® Jadassohn," and others. 


9. Sulzberger, M. B., and Wolf, J.: M. Rec. 140:552 (Nov. 21) 1934. 
10. Bloch, B., cited by Sulzberger and Wolf.9 
11. Jadassohn, J., cited by Sulzberger and Wolf.® 
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number of inoculations per lesion and in part to the medium employed. 
These investigators used a peptone-free medium of the following 
composition: potassium acid phosphate (KH,PO,) 1.2 Gm., magnesium 
sulfate 0.5 Gm., dextrose 6 Gm., desiccated malt extract 6 Gm., agar 
20 Gm. and distilled water 1,000cc. Fungi were found to grow readily 
on this medium and bacteria less readily than on Sabouraud’s dextrose- 
peptone medium. 

Farley * in 1920 found that with stock cultures 0.0004 and 0.0002 
per cent gentian violet in solid maltose mediums restrained the growth 
of gram-positive bacteria but not of molds. He used such mediums 
with good results in isolating 20 strains of pathogenic molds. 

During the progress of the present study Ch’in® in 1938 reported 
that Sabouraud medium containing 0.015 per cent potassium tellurite 
or 0.05 per cent cupric sulfate was definitely superior to plain Sabouraud 
medium in the primary isolation of pathogenic fungi, as based on fifty 
tests with experimental material taken directly from lesions known to be 
due to fungous infection. Such mediums suppress the growth of bacteria 
but not of fungi. With potassium tellurite the initial growths of fungi 
were black. Color characteristics and colonial appearances were resumed 
on transfer to plain Sabouraud medium. 

The bacteriostatic effect of gentian violet on gram-positive bacteria 
has been long known. As early as 1912 Churchman ® found that a 
majority of gram-positive bacteria were inhibited in their growth by 
gentian violet. The work of Farley * in 1920 indicated the useful appli- 
cation of this dye in mediums for molds. Therefore, two basic mediums, 
adjusted to various hydrogen ion concentrations and containing different 
minute quantities of gentian violet, were tested for the growth of 
Trichophyton strains and composite bacterial flora from pathogenic skin. 
Ordinary Sabouraud’s medium (4 per cent dextrose, 1 per cent Fair- 
child’s peptone and 2 per cent agar)‘ and the peptone-free dextrose 
medium of Legge, Bonar and Templeton,* with py values of 5.2, 5.4, 5.6, 
5.8 and 6 and containing 0.001, 0.0004, 0.0002 and 0.0001 per cent 
gentian violet, were heavily inoculated with stock Trichophyton (Trich- 
ophyton interdigitale and Trichophyton rosaceum) cultures, with and 
without added heavy bacterial contamination and also with primary 
impure growths of Trichophyton molds arising from human infectious 


4. Farley, D. L.: The Use of Gentian-Violet as a Restrainer in the Isolation 
of Pathogenic Molds, Arch. Dermat. & Syph. 2:459-465 (Oct.) 1920. 

5. Ch’in, T. L.: Potassium Tellurite and Copper Sulfate in Sabouraud’s 
Medium for Isolation of Pathogenic Fungi, Proc. Soc. Exper. Biol. & Med. 38: 
700-702, 1938. 

6. Churchman, J. W.: The Selective Bactericidal Action of Gentian Violet, 
J. Exper. Med. 16:221-247, 1912. 
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In the usual diagnosis of dermatophytosis (“‘athlete’s foot”) scrap- 
ings from lesions are examined microscopically for the presence of fungi 
and inoculated into suitable medium for isolation of suspected strains. 
The finding of fungi depends largely on proper selection of material. 
Frequently material loaded with mycelia and spores may not yield a 
growth of fungi on the planted medium owing to overgrowth of 
bacterial contamination. To overcome such difficulty, it was found that 
plain Sabouraud dextrose-peptone medium containing 0.0002 per cent 
(1: 500,000) gentian violet inhibited the growth of the usual bacterial 
flora of the skin without hindering the growth of pathogenic molds. 

Records of a New York mycologic clinic * indicated that in approxi- 
mately 25 per cent of clinical cases of fungous lesions the diagnosis was 
confirmed by microscopic examination and that in only 50 to 60 per cent 
of the cases in which the diagnosis was microscopically proved were 
suspected fungi yielded on slants of plain Sabouraud’s medium. The 
medium employed consisted of 4 per cent dextrose, 1 per cent peptone 
(Fairchild) and 2 per cent agar. 

Muskatblit and Director ? in 1933 found fungi microscopically or in 
culture in 119 of 300 (39.7 per cent) clinical cases of dermatophytosis. 
Fifty clinical cases gave negative results on laboratory examination. 


In the same year Legge, Bonar and Templeton * obtained 244 cul- 
tures from 625 patients afflicted with dermatophytosis. The high 
percentage (39 per cent) of isolations was attributed in part to the large 


—e 


From Foster D. Snell, Inc. 

Presented before the Division of Medicinal Chemistry of the American 
Chemical Society, April 8 to 12, 1940, at Cincinnati. 

1. Lewis, G. M., and Hopper, M. E., Skin and Cancer Unit, New York Post- 
Graduate Medical School and Hospital: Personal communication to the authors 
1938. 

2. Muskatblit, E., and Director, W.: The Trichophytin Test: Report of 
Three Hundred and Fifty Cases, Arch. Dermat. & Syph. 27:739-744 (May) 1933. 

3. Legge, R. T.; Bonar, L., and Templeton, H. J.: Epidermomycosis at the 
University of California, Arch. Dermat. & Syph. 27:12-24 (Jan.) 1933. 
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lesions of 131 patients. These patients were inmates of an orphan 
asylum wherein a survey of the prevalence of dermatophytosis was 
made. The infection was observed in 40.1 per cent of 327 persons 
examined by a medical official of the institution. 

In the mycologic diagnosis in the 131 cases of clinical dermatophy- 
tosis, 62 (47.3 per cent) of the lesions gave positive results micro- 
scopically or in culture. Forty-four (33.6 per cent) of the lesions gave 
positive results in culture, of which 43 (32.8 per cent) also gave positive 
results microscopically. Eighteen (13.7 per cent) gave positive results 
microscopically and negative results in culture. 

Of the 44 fungi isolated, 33 (75 per cent) were obtained on plain 
Sabouraud medium, as compared with 42 (95.5 per cent) successful 
isolations with Sabouraud medium containing gentian violet. In 2 
instances materials yielded growth on plain Sabouraud medium and not 
on the dye medium, while in 11 other instances cultures were obtained 
on the dye medium and not on plain Sabouraud agar. The fungi 
isolated in this study included Epidermophyton interdigitale (T. inter- 
digitale) (39), T. rosaceum (2), Epidermophyton rubrum (2) and 
Monilia albicans (1). 

During a course of treatment over a period of three to fourteen 
months numerous mycologically proved lesions were reexamined. 
Table 1 shows that a total of 88 strains were obtained by the simultane- 
ous use of both mediums. The results indicate that over 19 per cent 
of the positive findings would not have become available had sole 
reliance been placed on plain Sabouraud dextrose-peptone agar for 
isolation of fungi from clinical lesions of dermatophytosis. 

A total of 237 specimens were cultivated, of which 88 (37 per cent) 
yielded fungi on either or both of the mediums. Records of observations 
relative to growth of molds and bacteria are presented in table 2. 

From table 2 it will be noted that Sabouraud medium containing 
0.0002 per cent (1: 500,000) gentian violet for primary isolation of 
fungi is definitely superior to ordinary Sabouraud medium. It not only 
yielded more positive cultures, but it also simplified subsequent purifica- 
tion, because of decidedly less bacterial interference. 


305 Washington Street. 
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The inoculated tubes (15 cc. of medium slanted in 25 by 


materials. 
Observations 


150 mm. culture tubes) were kept at room temperature. 
and records were frequently made. 

The results clearly indicated that gentian violet in all the mediums 
previously mentioned markedly inhibited the growth of the usual bac- 
terial flora of the skin without hindering the growth of Trichophyton 


molds. Best results were observed in plain Sabouraud medium at a pu 


TABLE 1—Merits of Sabouraud Medium, Plain and with Gentian Violet, in 
Isolating Eighty-Eight Strains of Pathogenic Fungi 








Sabouraud Medium with 
Number of Plain Sabouraud Medium Gentian Violet 
Strains = -——————— ate 
Cultivation Isolated Number Per Cent Number Per Cent 





33 75.0 42 95.5 


36 81.8 44 100.0 


69 } 86 97.7 








TABLE 2.—Comparison of Plain Sabouraud Medium with Sabouraud Medium 
with Gentian Violet in Preliminary Cultivation of Materials from 
Lesions of Clinical Dermatophytosis 








Specimens Specimens 
Which Were Micro- Which Were Micro- 
Specimens scopically Positive scopically Negative 
from Which Fungi and from Which Fungi and from Which Fungi 
Were Isolated Were Not Isolated Were Not Isolated 
SS ‘ ‘ 
With Gentian With Gentian With Gentian 
Plain Violet Plain Violet Plain Violet 
rc FF ere ee er en Ore ee OS on Oo OS eon Oe 
Num- Per Num- Per Num- Per Num- Per Num- Per Num- Per 
ber Cent ber Cent ber Cent ber Cent ber Cent ber Cent 





Fungous Growth 
Good to heavy..... 36 2. 57 66.3 
33 7. 29 33.7 


Bacterial Growth 
Good to heavy..... 45 
Slight to fair 22 
9 








of 5.8 prior to sterilization and containing 0.0002 per cent (1: 500,000) 
gentian violet. This concentration of dye also definitely retarded the 
growth of stock cultures of a number of sporulating and nonsporulating 
yeasts. It was interesting to note that growth of molds as well as of 
bacteria was slower and less intense on peptone-free mediums than on 
peptone mediums. 

The merits of Sabouraud dextrose-peptone-agar mediums containing 
0.0002 per cent gentian violet as compared with those of plain Sabouraud 
medium for isolating pathogenic fungi were based on simultaneous 
inoculations of materials from clinically diagnosed dermatophytosis 
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In 1936 Sikl* assembled 5 cases of interstitial myocarditis com- 
plicating dermatitis due to arsphenamine. He described in addition a 
case of his own, particularly as regards the type of cellular exudate, 
which was predominantly eosinophilic. In addition, necrotic foci con- 
taining epithelioid cells and giant cells were noted in the myocardium, 
within which neither tubercle bacilli nor spirochetes could be 
demonstrated. Sikl discussed in detail a similar case of Fingerland,® a 
report of which subsequently appeared in the Czechoslovakian literature. 
In Fingerland’s case the myocardium contained numerous so-called 
tuberculoid foci, as well as a diffuse interstitial cellular exudate, of 
which eosinophils constituted a considerable proportion. Sikl also 
discovered in the literature a case of polymyositis and myocarditis 
following administration of neoarsphenamine, reported by von Zalka,® 
and 2 cases of fatal myocarditis due to arsphenamine, reported by 
Stoeckenius.? Stoeckenius had presented these 2 in a group of 4 cases 
of what he interpreted as exacerbations of the syphilitic process under 
arsphenamine therapy. He indicated that in only 1 of these were 
changes noted that could be construed as suggesting chronic arsenic 
poisoning. The myocardial lesions were essentially similar to those 
aforementioned, as well as to those in Nelson’s case. Sikl pointed out 
that the lesions exhibiting eosinophilic exudate and tuberculoid foci 
were similar to allergic lesions in general and advanced the hynothesis 


that myocarditis developed as an allergic reaction to arsphenamine. 


In 1936 Taussig and Oppenheimer * reported a case of myocarditis 
following antisyphilitic therapy, which resembled some of those collected 
by Sikl sufficiently to be included in this group. A child suffering from 
sickle cell anemia and transfusion syphilis was given nine injections of 
sulfarsphenamine intramuscularly. During the course of treatment a 
rash developed and she died of acute cardiac decompensation. Tubercle- 
like coalescent foci of necrosis with giant cells were noted in the myo- 
cardium, liver, lungs and lymph nodes. The authors concluded that the 
lesions were probably due to syphilis, although exhaustive attempts to 
demonstrate spirochetes gave negative results. 


4. Sikl, H.: Eosinophile Myocarditis als idiosynkrasische-allergische Erkrank- 
ung, Frankfurt. Ztschr. f. Path. 49:283, 1936. 

5. Fingerland, A.: Allergic Nature of Arteritis, Periarteritis, Myocarditis, 
and Dermatitis Following Arsphenamine Therapy, Casop. lék. éesk. 76:359 and 
404, 1937. A translation is not accessible. 

6. von Zalka, E.: Ueber einen seltsamen Fall von Polymyositis, Virchows 
Arch. f. path. Anat. 281:114, 1931. 

7. Stoeckenius, W.: Beobachtungen an Todesfallen bei frischer Syphilis, 
Beitr. z. path. Anat. u. z. allg. Path. 68:185, 1921. 

8. Taussig, H. B., and Oppenheimer, E. H.: Severe Myocarditis of Unknown 
Etiology, Bull. Johns Hopkins Hosp. 59:155, 1936. 





ACUTE INTERSTITIAL MYOCARDITIS FOLLOWING 
ADMINISTRATION OF ARSPHENAMINES 


CLARK E. BROWN, M.D. 
AND 
DELBERT H. McNAMARA, M.D. 


SANTA BARBARA, CALIF. 


The fatal acute cardiac failure which sometimes intervenes during 
the course of exfoliative dermatitis due to arsphenamine is seldom 
anticipated clinically, and the microscopic appearance of the myocardium 
post mortem is even less expected. 

The cases of such myocardial changes following the onset of 
arsphenamine dermatitis comprise part of the general group of instances 
of a condition designated as acute interstitial, isolated or Fiedler’s 
myocarditis. The more than 40 recorded cases making up this general 
group have in common the apparently spontaneous occurrence of 
progressive myocardial failure and diffuse interstitial inflammation 
involving a thickened left ventricular myocardium, according to post- 
mortem observations. 

Fiedler in 1899 called attention to this peculiar nonspecific interstitial 
myocarditis, accounts of which first reached the American literature in 
1929, with a review by Scott and Saphir.t. They collected 30 cases and 
added 2 of their own but did not include Fiedler’s cases because of their 
relative inaccessibility. They noted, however, that Steffen reported the 
first case in 1888. 

During the past ten years occasional reports have appeared on acute 
interstitial myocarditis. Nelson * in 1934 reported on a patient in whom 
a myocarditis of the interstitial type developed while exfoliative 
dermatitis due to neoarsphenamine was present. Nelson was the first 
to single out arsenical dermatitis as an etiologic factor, although 
cutaneous infection in general had been implicated as a cause of the 
myocardial injury by Bailey and Anderson * three years before. 


From .the Departments of Pathology and Internal Medicine of the Santa 
Sarbara Cottage Hospital. 

1. Scott, R. W., and Saphir, O.: Acute Isolated Myocarditis, Am. Heart J. 
5:129, 1929. 


2. Nelson, R. L.: Acute Diffuse Myocarditis Following Exfoliative Derma- 
titis, Am. Heart J. 9:813, 1934 

3. Bailey, F. R., and Anderson, D. H.: Acute Interstitial Myocarditis, Am. 
Heart J. 6:338, 1931. 
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cardium was smooth, and the valves were delicate. The coronary arteries were 


soft and patent throughout. The aorta was soft and elastic and had a smooth 


intima. 
Lungs: The right lung weighed 530 Gm. and the left 470 Gm. All lobes 
were crepitant, but the cut surfaces oozed dark blood. 
Gastrointestinal Tract: The gastrointestinal tract was normal. 
The capsule was smooth and tense, and 


Liver: The liver weighed 1,890 Gm. 
the cut surface showed swollen, yellowish lobular markings, accentuated by the 
adjacent dark sinusoids. The gallbladder and bile ducts were normal. 

Spleen: The weight of the spleen was 300 Gm. The capsule was tense, and the 


pulp was soft, red and bloody. The follicles were swollen. 

Kidneys: The right kidney weighed 195 Gm. and the left 175 Gm. They 
were similar and appeared normal except for swollen cortical markings. The 
ureters, genitalia, bladder, pancreas, adrenals, lymph nodes and skeleton were not 
remarkable. 

Brain: The brain weighed 1,450 Gm. The meninges were smooth and delicate. 
The convolutional and sectioned surfaces of the hemispheres and cerebellum dis- 
played only capillary engorgement. The basal vessels were soft and patent. The 
pituitary gland, weighing 0.446 Gm., and the pineal body were normal. 

Microscopic Examination—Heart: All sections of the left ventricular myo- 
cardium showed a generalized infiltration of eosinophils and round cells between 


the muscle fibers. In places the exudate was so heavy that it crowded out the 
adjacent muscle fibers. 


panied the leukocytic exudation. 


Severe edema with scattered red cells and fibrin accom- 
The proportion of cells present in the exudate 
was approximately as follows: 55 per cent eosinophils, 28 per cent histiocytes or 
fibroblasts, 13 per cent lymphocytes, including plasma cells, and 4 per cent 
neutrophils (fig. 1). Scattered small foci were noted, in which the histiocytes 
and fibroblasts were closely packed together about necrotic centers (fig. 2). These 
scattered foci of necrosis and basophilic macrophages suggested an early stage of 
what Sikl called “tuberculoid foci.” The eosinophils were distributed generally. 
The blood vessels appeared normal, and the interstitial cellular exudate seemed 
to have no tendency to perivascular arrangement. The muscle fibers usually dis 
played only severe pressure atrophy, but in parts a number of them were opaque, 
amorphous and eosinophilic, indicating necrosis. The right ventricle exhibited 
similar but less extensive cellular infiltrates, but both auricles were normal. 
Spirochetal and bacterial stains gave negative results. 

The remainder of the organs showed passive congestion. The sections of volun- 
tary muscle and of the brain were normal. 

Summary: The microscopic observations indicated acute and subacute inter- 
stitial myocarditis, passive congestion of the lungs and liver with central necrosis 
of the liver, acute splenic tumor, cloudy swelling of the kidneys and exfoliative 
dermatitis. 

COMMENT 

Since arsenical exfoliative dermatitis is considered to be an allergic 

manifestation on both clinical’? and on experimental grounds," it 


9. Dr. Carl Weller confirmed the absence of spirochetes in the myocardium 
and expressed the opinion that the myocardial reaction was essentially nonsyphilitic. 
10. Tuft, L.: Clinical Allergy, Philadelphia, W. B. Saunders Company, 1938, 
p. 154. Stokes, J. H.: Modern Clinical Syphilology, ibid., 1928, p. 334. 
11. Frei, W.: Ueber willktirliche Sensibilisierung gegen chemisch-definierte 
Substanzen, Klin. Wehnschr. 7:1026, 1928. 
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Our case is offered as an example of acute interstitial myocarditis 
of the eosinophilic type complicating exfoliative dermatitis from 


neoarsphenamine used in the treatment of syphilis. 


REPORT OF A CASE 


A white man aged 34 was admitted to the Santa Barbara Cottage Hospital 
on June 29, 1938, with acute exfoliative dermatitis of two days’ duration. On 
March 25 a tonsillectomy had been performed, at which time the patient presented 
reports of negative results of Kolmer and Hinton serologic tests performed else- 
where one month previously. On May 2 the patient visited his physician because 
of a sore throat and a generalized rash typical of secondary syphilis. The Kolmer 
and Kahn reactions at this time were 4 plus. He received biweekly injections of 
0.6 Gm. of neoarsphenamine for six doses, with complete disappearance of the 
cutaneous lesions and throat symptoms at the end of the second week. The 
patient then received four weekly doses of an aqueous suspension of metallic bismuth 
(bismoid), 1 cc. intramuscularly. After the fourth injection a mild itching 
erythematous rash developed on all cutaneous surfaces except those of the face, hands 
and feet. Administration of the bismuth compound was discontinued, and the rash 
improved. One week later, while he was apparently in good health, the patient 
received 0.6 Gm. of neoarsphenamine. Two days later a generalized dermatitis 
developed, which became so severe within forty-eight hours that he was admitted 
to the hospital. The urine was essentially normal, and a blood count was not 
performed. Physical examination showed him to be acutely ill, with his skin 
covered with a rash characterized by coalescing wheals, with intense subcutaneous 
and submucosal edema, most severe in the mouth and on the face, neck and upper 
extremities. Therapeutic measures included intravenous injections of sodium thio- 
sulfate, and during the next three days progress seemed satisfactory except for 
nausea and vomiting occasionally. The temperature varied from 101 to 103 F. and 
the pulse rate from 90 to 100, and the respiratory rate was 20 per minute. On the 
morning of the fourth day in the hospital and the sixth day of his rash he 
suddenly became cyanotic, dyspneic and apprehensive. The pulse became weak 
and rapid, and the respiratory rate rose to 40 per minute. The blood pressure 
was 70 systolic and 50 diastolic, and the temperature rose to 105.2 F. by rectum. 
In spite of infusions of dextrose solution and hypodermic injections of ephedrine, 
the blood pressure remained low. Repeated sponge baths and colonic irrigations 
failed to lower the temperature. The signs of cardiac decompensation increased, 
and the patient died fifteen hours after onset of symptoms of myocardial failure. 


Postmortem Examination.—An autopsy was performed ten and one-half hours 
after death. The body was 5 feet and 8 inches (173 cm.) tall and weighed about 
160 pounds (73 Kg.). The striking feature of the external appearance was a 
morbilliform macular rash on the face, trunk and abdomen and to a lesser extent 
on the extremities. Purulent crusts covered the lesions on the face and scalp. 
The skin of the cheeks and neck showed a dusky erythematous change and 
moderate subcutaneous edema. Clear, thin fluid (1,500 cc.) was present in the 
peritoneal cavity, and the retroperitoneal fat was edematous. Each pleural cavity 
contained 200 cc. of clear fluid. The pericardium was normal. : 

Heart: The heart weighed 470 Gm. The myocardium of the left ventricle 
and septum on section showed irregular dull yellow firm patches with raised edges. 
The intervening myocardial fibers had a fine yellowish gray appearance. The entire 
myocardium was stiff and tense and had a “parboiled” consistency. The endo- 
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is reasonable to assume that complicating visceral lesions may have 
a similar pathogenesis. Allergic visceral lesions are thought to result 
from both chemical and bacterial idiosynerasy. Good circumstantial 
evidence suggests that hepatic lesions may develop from drug allergy 
(cinchophen).‘* In rheumatic fever the myocardium is thought to 
display its capacity for bacterial allergic response with the development 
of the Aschoff body. 

The experimental observations of some investigators constitute 
pertinent data on the implication of the myocardium in certain allergic 
reactions. Klinge** has produced in rabbits, by repeated intra-articular 
injections of small amounts of horse serum, valvular and myocardial 
foci of necrosis with giant cell infiltrations. The spontaneous develop- 
ment of lesions somewhat similar to these in rabbits, however, has been 
reported by Miller.'* Modified Arthus experiments by Seegal, Seegal 
and Jost '* have shown that the myocardium may be involved secondarily 
in frank pericardial allergic inflammations. The authors produced such 
an inflammation in rabbits by injection of egg albumin intrapericardially 
after five previous subcutaneous injections of the same protein. 

Although all types of allergic tissue response are neither morpho- 
logically specific nor constant, a few points of similarity between some 
of them and the myocardial exudates due to arsphenamine are note- 
worthy. Eosinophils are prominent in most of these myocardial 
exudates. Kline, Cohen and Rudolph '® have shown this type of cell 
to be a constant and predominant component of the early local exudate 
following the intracutaneous injection of allergens in man. It should 
not be inferred, however, that all eosinophilic exudates in the 


myocardium involve an allergic mechanism. ‘The tissue in figure 3 
is from a patient with diphtheritic myocarditis. Eosinophils formed a 
considerable proportion of the exudate, a fact noted previously in the 
literature.‘* It should be emphasized, however, that in diphtheria the 


fragmentation and hyaline necrosis of the cardiac musculature are intense 
and conspicuous and the interstitial exudate is limited more or less te 
the foci of necrosis. In arsenical myocarditis, on the other hand (figs. 

12. Quick, A. J.: The Probable Allergic Nature of Cinchophen Poisoning, 
Am. J. M. Sc. 187:115, 1934. 

13. Klinge, F.: Ueber Rheumatismus, Klin. Wehnschr. 91:586, 1930. 

14. Miller, C. P., Jr.: Spontaneous Interstitial Myocarditis in Rabbits, J. 
Exper. Med. 40:543, 1924. 

15. Seegal, B.; Seegal, B. C., and Jost, E. L.: Arthus Phenomenon: Local 
Anaphylactic Inflammation in Rabbit Pericardium, Heart and Aorta, J. Exper. 
Med. 55:155, 1932. 

16. Kline, B. S.; Cohen, M. B., and Rudolph, J. A.: Histologic Changes in 
Allergic and Non-Allergic Wheals, J. Allergy 3:531, 1932. 

17. Boyd, W.: Pathology of Internal Diseases, Philadelphia, Lea & Febiger, 
1936, p. 61. 











Fig. 1.—Acute interstitial myocarditis due to neoarsphenamine. Note the gen- 
eralized interstitial edema, hemorrhage and exudate. The muscle fibers appear 
atrophied and disrupted as though from pressure. The vessel shows little change 
(« 108). 
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Fig. 2.—Acute interstitial myocarditis due to neoarsphenamine. This section 1s 
taken through a focus of muscle necrosis. Note the numerous basophilic histocytes 
and the predominance of eosinophils in the exudate. Foci of muscle necrosis are 
minute and scattered (x 450). 
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have demonstrated in guinea pigs that the early monocytic granulomatous 
response to tubercle bacilli arises on an allergic basis. 

Increased capillary permeability and hemorrhagic phenomena are 
observed frequently in the more acute and severe forms of tissue hyper- 
susceptibility.*! While the diffuse myocardial hemorrhages seen in our 
case can be considered an allergic phenomenon, the well recognized 
direct toxic effect of arsphenamine on the capillaries might also account 
for the diffuse extravasations. In reviewing 44 autopsies among 63 
fatalities due to arsphenamine, Cook ** indicated that hemorrhages into 
various organs, notably the brain, liver and kidneys, were conspicuous 
findings. In 6 autopsies severe congestion and hemorrhages into the 
myocardium*® were noted. Such changes, however, were apparently 
unaccompanied by the other types of exudate so conspicuous in our case. 

The exclusion of bacteria or their toxins as causal factors: of the 
myocarditis rests largely on indirect evidence. Cultural studies of the 
blood or myocardium unfortunately were not made in our case. On 
the other hand, the most highly inflammatory focus in our patient was 
the myocardium, and bacteria were not demonstrable at this site by 
specific tissue stains. This implies but, of course, does not prove that 
a bacterial endotoxin is not the causal factor involved. Regarding 
exotoxins, such an outspoken exudative myocardial reaction apparently 
has not been shown experimentally to have resulted from Dick scarlet 
fever toxin or clinically from diphtheria toxin in the absence of wide- 
spread muscle damage. The fact that our patient displayed a fever does 
not implicate bacteria, since this sign may even precede the appearance 
of the dermatitis. 

In the light of our present knowledge, therefore, the acceptance of 
the allergy hypothesis to explain the myocardial lesions of arsphenamine 
dermatitis rests on the exclusion of other causes on morphologic grounds 
and on the compatibility of the lesions with those encountered in other 
types of known allergy. The preceding paragraphs have attempted to 


satisfy these provisions and to establish the hypothesis as an attractive 


possibility. 

The source of the allergens is obscure. It would certainly be of 
academic interest to establish drug allergy (arsphenamine) as a direct 
cause of the myocardial reaction. If one accepts the dermal reaction 
to arsenic as a manifestation of allergy, there is no good reason to 
exclude a similar myocardial reaction from the realm of possibility. 


21. Manwaring, W. H.; Hosepian, V. M., and Thomson, W. L.: Quantitative 
Study of Anaphylactic Capillary Permeability, J. A. M. A. 82:542 (Feb. 16) 1924. 
Rowe, A. R.: Clinical Allergy, Philadelphia, Lea & Febiger, 1937, p. 470. 

22. Cook, S. S.: Postmortem Findings in Fatalities Due to the Use of the 
Arsphenamine Group, Pub. Health Rep. 51:927, 1936. 
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1 and 2), the exudative changes are widespread and are apparently not 
secondary to the scanty and widely scattered necrotic muscle fibers. 

srody and Smith,’* in a relatively recent review of visceral lesions 
caused by scarlet fever, observed myocardial involvement in 90 per cent 
of the cases. These lesions were characterized by focal necrosis and 
interstitial collections of round cells, resembling in part the exudate in 
arsphenamine myocarditis. Although the authors judged the myocardial 
reaction to result from the toxic action of remote streptococci, Réssle '” 
has suggested that the myocardial lesions due to scarlet fever are 


examples of allergic tissue response. 
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Fig. 3.—Diphtheritic myocarditis. In contrast to figure 2, note the extensive 
primary muscle necrosis. Edema is lacking, and exudate is minimal in proportion 
to the muscle damage. Many of the polymorphonuclear leukocytes are eosinophils 


(x 166). 


The granulomatous foci observed in the myocardium of many of 
the cases of myocarditis due to arsphenamine have a certain similarity 


to the early lesions of experimental tuberculosis. Dienes and Mallory 


18. Brody, H., and Smith, L. W.: The Visceral Pathology in Scarlet Fever 


and Related Streptococcus Infections, Am. J. Path. 12:373, 1936. 

19. Réssle, R.: Allergie und Pathergie, Klin. Wcehnschr. 12:574, 1933. 

20. Dienes, L., and Mallory, T. B.: The Influence of Allergy upon the Develop- 
ment of Early Tuberculous Lesions, Am. J. Path. 13:897, 1937. 
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Bismuth has been excluded from the discussion purposely because 
of the lack of detailed data on its effects. Most of the reports trace 
the onset of the dermatitis directly to the arsenical, although a bismuth 
compound was included in the treatment. In our patient an initial 
mild eruption interrupted the course of administration of bismuth and 
was transformed with unusual suddenness into severe exfoliative derma- 
titis after the resumption of treatment with neoarsphenamine. 


SUMMARY 

A case of acute interstitial myocarditis complicating exfoliative 

dermatitis due to neoarsphenamine is reported. A similar case is 
reviewed in some detail, bringing the total cases reported to 8. 


The probably allergic etiology of the myocarditis is discussed, 


although the exact nature of the allergen is not apparent. 
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Perhaps, as Kline and Young ~* have suggested, in other forms of 
visceral allergy lesions develop in the viscera because of the hyper- 
saturation of the derma with the allergen. On the other hand, in the 
general group of interstitial myocarditis, nonspecific dermatitis has been 
a conspicuous preliminary phenomenon. 

Bailey and Anderson have emphasized the association of infection, 
especially pyogenic infections of the skin, and interstitial myocarditis 
in 11 of the 32 cases reviewed by them. In all cases of acute myocarditis 
due to arsphenamine recorded to date a generalized dermatitis has 
preceded the symptoms of cardiac insufficiency for between six and 
twenty days. In the case of Taussig and Oppenheimer there was a 
relatively mild cutaneous reaction, while in all the others ¢he reaction 
was apparently severe. The constant anticipation of the myocardial 
changes by the dermatitis and their development in patients not receiving 
arsphenamine favor but do not establish the hypothesis that a factor 
associated with the dermatitis causes the subsequent myocarditis. In 
this concept the role of the drug is merely that of instigating the severe 
dermatitis, with the subsequent development of bacterial allergens. The 
possibility of an allergen arising from a combination of dermal infection 
and the arsenical must also be entertained. 

Of interest here is the report of Maxwell and Barrett ** concerning 
a patient in whom acute interstitial myocarditis developed more than 
two months after the onset of severe generalized dermatitis following 
the application of sulfur ointment for scabies. Septicemia unfortunately 
had intervened in the meantime. Here also the role of the drug is 
not clear. 

Any discussion of acute myocardial inflammation found in a syphilitic 
person should include reference to the cases of malignant myocardial 
syphilis reported by Warthin.** In these much of the exudative involve- 
ment was perivascular, and miliary gummas could be _ identified 


e 


frequently. In addition to these, Boyd ** has noted collections of 
neutrophils containing spirochetes in the left ventricular myocardium 
of a patient considered by him to have acute myocardial syphilis. In 
our case the ventricular exudate was diffuse and acute and lacked any 
perivascular arrangement. Syphilitic myocarditis would seem unlikely 


after apparent disappearance of general symptoms following initial 


necarsphenamine therapy. 
23. Kline, B. S., and Young, A. M.: Normergic and Allergic Inflammation, 
J. Allergy 6:247, 1935. 

24. Maxwell, E. S., and Barrett, C. C.: Acute Interstitial Myocarditis, Arch. 
Dermat. & Syph. 29:382 (March) 1934 

25. Warthin, A. S.: Primary Tissue Lesions in the Heart Produced by 
Spirocheta Pallida, Am. J. M. Sc. 147:667, 1914; Extensive Diffuse Myocarditis 
Associated with Malignant Syphilis, Am. Heart J. 14:35, 1930. 

26. Boyd, W.: Acute Myocardial Syphilis, Arch. Path. 2:340 (Sept.) 1926. 
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soles are the first areas to be affected, and the condition may closely 
resemble dermatophytosis. The entire integument becomes involved 
early in the course of the disease. 

4. Several distinct types of lesions may be present at the same time 
or at any given time, or one type of lesion may predominate. Depending 


on the predominating lesions, Sulzberger and Garbe described (a) an 
exudative and discoid phase, in which the majority of lesions are made 
up of sharply demarcated discoid or irregular patches of exudation and 


crusting, which persist for varying lengths of time and when they 
undergo involution become dry, scaly, lichenified and pigmented; (>) < 
lichenoid phase, in which the majority of the lesions are made up of 
follicular lichenoid papules grouped in variously sized patches; (c) a 
phase resembling the premycotic stage of mycosis fungoides, in which 
the eruption is composed chiefly of infiltrated nodules and plaques, and 
(d) an urticarial phase (urticarial lesions may appear in showers 
throughout the course of the disease but are particularly prone to 
appear before a remission ). 

5. Clinical and laboratory investigation, including histologic exam- 
ination of the skin, in these cases failed to shed light on the cause or 
pathogenesis of this dermatosis. The histologic observations did not 
seem to fit in with any known dermatologic entity. 

6. Finally, the condition was found to be extremely refractory to 
treatment, with the exception of a tendency to temporary remission 
on change of environment, including hospitalization. 

A report of 5 additional cases of this dermatosis is submitted to 
confirm the observations of Rosen, Sulzberger and Garbe and to present 
a method of treatment that proved to be successful in these cases. 

The shortest duration of the illness in these 5 patients before the 
treatment to be described was begun was eighteen months, and the 
longest period was four years. Four of the patients were exhausted and 
incapacitated as a result of the prolonged, intense discomfort caused by 
the disease. Two of the patients had been hospitalized four different 
times for as long as two to three months at a time, and 2 had been hos- 
pitalized at least once. One patient lost approximately 40 pounds 
(18 Kg.) owing to the various elimination diets that had been prescribed 
and to restless and sleepless nights. Three of the patients may be con- 
sidered “cured,” and 2 are well except that each has a discoid patch on 
the glans penis. 

REPORT OF CASES 

CasE 1—N. S., a Jewish drygoodsman, born in the United States, had had no 
previous disease of the skin except urticaria due to acetylsalicylic acid. The 
personal and family history revealed no record of hay fever, asthma, infantile 
eczema, atopic dermatitis or other cutaneous disease. 





EXUDATIVE CHRONIC DISCOID AND LICHENOID 
DERMATITIS (SULZBERGER AND GARBE) 


TREATMENT OF FIVE PATIENTS 


FRANCES PASCHER, M.D. 


BROOKLYN 


In 1937 Sulzberger and Garbe* described a group of cases of what 
they designated ‘‘distinctive exudative discoid and lichenoid chronic 
dermatosis.””. The authors referred to similar cases that had been 
described before with a variety of different diagnoses and also credited 
Rosen * with being the first to express the opinion that these cases 


may be examples of a distinctive dermatosis. Since Sulzberger and 


Garbe’s publication, a number of cases with the diagnosis of exudative 
discoid and lichenoid chronic dermatosis have been presented before 
dermatologic societies,* and a similar group of cases was studied by 
Cannon.* The latter author, however, referred to the condition in his 
cases as allergic dermatitis simulating lymphoblastoma. The character- 
istic features of the disease as it appeared in Sulzberger and Garbe’s 
cases may be described as follows: 

1. Chronic discoid and lichenoid dermatitis appears during the fourth 
or fifth decade of life and thus far has been observed only in Jewish 
males. There were 2 women and 1 gentile in the group as reported 
by Cannon. 

2. The dermatitis is chronic and remittent and is associated with 
intense and intractable itching. 

3. The eruption may be localized at first and later become gener- 
alized, or it may be generalized from the start. Not infrequently the 

From the Skin and Cancer Unit of the New York Post-Graduate Medical 
School and Hospital. 

1. Sulzberger, M. B., and Garbe, W.: Nine Cases of Distinctive Exudative Dis- 
coid and Lichenoid Chronic Dermatosis, Arch. Derma & Syph. 36:247 (Aug.) 
1937, 

2. Rosen, I., in discussion on Kaufman, S. M.: Generalized Erythroderma, 
Arch. Dermat. & Syph. 32:962 (Dec.) 1935. 

3. (a) Wright, C. S.: A Case for Diagnosis (Exudative Discoid and 
Lichenoid Dermatosis), Arch. Dermat. & Syph. 37:525 (March) 1938. (b) Wise, ° 
F.: Exudative Discoid and Lichenoid Chronic Dermatosis, ibid. 40:287 (Aug.) 
1939. (c) Sulzberger, M. B.: Exudative Discoid and Lichenoid Chronic 
Dermatosis, ibid. 40:288 (Aug.) 1939. 

4. Cannon, A. B.: Allergic Dermatitis Simulating Lymphoblastoma, Arch. 
Dermat. & Syph. 39:846 (May) 1939. 
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Case 2.—H. E., a Jewish retailer of children’s wearing apparel aged 
born in Russia, had no family or personal history of cutaneous or allergic diseases. 

Eighteen months prior to his first visit an eruption appeared on the soles, 
which was so painful that he could not walk. One month later a “crawling’”’ sensa- 
tion developed on the back, which soon became generalized. The “peculiar 
sensations” and pruritus gradually grew more intense and in another month were 
followed by a generalized eruption. 

The patient was hospitalized four different times. The shortest stay was 
five weeks and the longest twelve weeks, but there was little benefit from any 
of the hospitalizations. Detailed laboratory investigations failed to reveal the 
cause of the dermatosis. Several biopsies had been performed. The observations 
were indefinite but seemed to fit in best with the picture seen in early mycosis 
fungoides. The patient was given numerous injections of calcium, and salves and 
lotions were applied, without relief. He was also given various elimination 
diets. No arsenic or roentgen therapy was administered. The patient was 
totally disabled because of the great loss of weight (40 pounds [18 Kg.]), weak- 
ness and long periods of hospitalization. 

The patient was first seen in November 1935. He appeared emaciated and 
extremely weak (height, 6 feet [183 cm.]; weight, 128 pounds [58 Kg.]). A 
generalized, scaly, pea-sized papular and nodular eruption involved all parts 
of the body except the genitalia. The superficial lymph nodes were considerably 
enlarged. 

The first impression was that the patient was suffering from lymphatic leukemia 
or some other form of lymphoblastoma. The blood picture, however, was normal 
except for eosinophilia (6 per cent eosinophils) and hypochromic anemia, which 
could be accounted for on a nutritional basis. In view of the resemblance to 
the first case, the patient began his first course of arsenotherapy on Nov. 20, 
1935. One minim (0.06 cc.) of a 2 per cent solution of sodium arsenate was 
administered hypodermically, and the dose was increased daily by 1 minim. Anti- 
pruritic shake lotions and salves were prescribed. 

The patient was much more comfortable at the end of two weeks. After the 
twenty-third dose was administered (23 minims [1.4 cc.]), itching disappeared, 
the lymph nodes were reduced in size, and the lesions were less infiltrated. At 
this point roentgen therapy was also started in the hope of hastening resolution 
of the lesions. Fractional doses of roentgen rays were administered in the usual 
manner. By the end of the first course of arsenic, which was increased to 54 
minims (3.3 cc), the eruption had cleared up almost completely. 

Three weeks later the patient suffered a relapse. Itching appeared first and 
rapidly increased in intensity. Five days later a generalized maculopapular erup- 
tion appeared. A second course of arsenic was started. The first dose admin- 
istered was half the maximum tolerated dose, 27 minims (1.7 cc.), and the dose 
was again increased daily. After the administration of 38 minims (2.3 cc.) 
the lesions began to recede. When a dose of 53 minims (3.3 cc.) per day was 
reached, all itching had disappeared. Injections were discontinued because of 
nausea and abdominal pain. A third series of roentgen rays (300 r) was 
administered to all affected areas during the second course of treatment. 

Exactly two weeks after the second course of arsenic therapy was dis- 
continued, new lesions appeared, sparsely distributed at first and then more 


widespread. This exacerbation, however, did not seem as severe as the previous 
one. A third course of arsenic therapy was started in the hope of preventing 
further relapses. The initial dose was 28 minims (1.7 cc.) and was increased 


in the same manner as previously to 70 minims (4.3 cc.). A fourth series of 
roentgen rays (300 r) was administered during this course. 
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The duration of the present illness was four years. The eruption first appeared 
on the calves and after a few weeks became generalized. The patient had had, 
among other remedies, arsenic by mouth, superficial roentgen ray therapy (approxi- 
mately 600 r) of all affected areas and ultraviolet irradiation, without relief. 
The condition was diagnosed differently by the various attending dermatologists, 
“psoriasis?” by some and “eczema?” by others. 

I saw the patient for the first time in January 1934. He presented a general- 
ized eruption made up of variously sized and shaped patches of exudative 
dermatitis. Crusting and scaling were widely distributed over the body, including 
the face, penis and scrotum. The patient was literally tearing at his skin during 
the examination because of the intense pruritus. Physical examination gave 
negative results except for enlargement of the superficial lymph nodes. The blood 
count was normal except for eosinophilia (6 per cent eosinophils). A histologic 
examination of one of the cutaneous lesions which had been taken a few months 
earlier showed a picture suggestive of early mycosis fungoides. 

The clinical picture changed completely after one month. The exuding 
patches healed, and a different type of dermatosis made its appearance. The 
eruption was now made up of violaceous pea-sized to somewhat larger nodules 
and infiltrated plaques. The pruritus, however, was just as severe as_ before. 
At the time the change in the clinical picture was believed to be due to the use 
of suitable local remedies, and the nodular lesions were believed to be the primary 


efflorescence. 


Sulzberger and Garbe have pointed out, however, that a change in 


the clinical picture occurs spontaneously in this disease. 


Lymphoblastoma cutis of atypical character was considered as the tentative 
diagnosis. Because of the clinical resemblance of the condition to lymphoblastoma 
cutis at this time, daily injections of a 2 per cent solution of sodium arsenate 
were given, and roentgen therapy was applied to the infiltrated areas. 

The initial dose of sodium arsenate was 3 minims (0.18 cc.), and the dose 
was increased by 1 minim (0.06 cc.) each day. A shake lotion with 6 per cent 
ethyl aminobenzoate was prescribed because of the intense itching. The patient 
began to show signs of improvement two weeks after arsenotherapy was started. 
When the dose had been increased to 17 drops (1.05 ce.) daily, the lesions began 


to recede. By the time the patient was getting 24 drops (1.5 cc.) a day, most of 


the nodules and infiltrated plaques disappeared, and the lymph nodes were reduced 


in size. Symptoms of intolerance to arsenic appeared when the dose was 
increased to 27 minims (1.7 cc.). Arsenic was gradually withdrawn by decreas- 
ing the dose 1 minim (0.06 cc.) each day. A fresh crop of papular lesions 
accompanied by intense pruritus appeared on the trunk, penis and scrotum when 
the dose was reduced to 10 minims (0.6 cc.). Because of the remission, the 
arsenic was gradually increased for a second time, to 20 minims (1.2 cc.), and 
again gradually withdrawn. 

The aforementioned treatment with arsenic was started Feb. 22, 1934, and 
the last dose was given May 10. Within three months all signs and symptoms 
disappeared except for a few nodules on the right shoulder, slightly enlarged 
lymph nodes and pigmentation in the healed areas. These residua disappeared 
a few months later, without further treatment. During the time arsenic was 
administered no area of the skin received more than one erythema dose of roent- 
gen therapy. The patient has been well and free of all signs and symptoms of 
the disease since October 1934. 
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nodules. The trunk and extremities showed numerous oval and irregular patches of 
exudation and scaling, as well as ill defined patches of tollicular lichenoid papules. 
Exudative scaly patches were also present on the genitalia. The inguinal nodes 
were almost egg sized; the axillary nodes were somewhat smaller, and the 
epitrochlear glands were also definitely enlarged. The patient was too weak 
to stand during the examination. The blood count was normal except for moderate 
anemia (69 per cent hemoglobin) and eosinophilia (6 per cent eosinophils). 
The clinical resemblance to the first 2 cases was striking. Daily injections 


of a 2 per cent solution of sodium arsenate were started March 31, 1937 (initial 


dose 1 minim [0.06 cc.]). During the first two weeks treatment had to be 
carried out at home. In addition to arsenic, antipruritic shake lotions with 
ethyl aminobenzoate, a bland diet and an iron preparation were prescribed. Roentgen 
therapy was not included, because the patient had had approximately thirty treat- 
ments, with little benefit. 

After two weeks the patient was sufficiently improved to come to the office 
for treatment. The nodular lesions and infiltrated areas began to recede after 
the nineteenth dose was administered. The first course of arsenic was discon- 
tinued after the twenty-third dose, because a faint trace of albumin was found 
in the urine. Within three weeks the patient was much more comfortable and 
had regained 6 pounds (2.7 Kg.). Considerable healing and involution of the 
lesions had taken place, and the lymph nodes were reduced in size. 

Two weeks after the first course of arsenic was discontinued a pale red maculo- 
papular eruption appeared on the neck and trunk. The pruritus also increased. 
During the first two weeks of the second course, there was no further improve- 
ment. New lesions continued to appear in small numbers from time to time 
until 30 minims (1.85 cc.) was given. From this time on the improvement was 
striking. The second course was discontinued at 38 minims (2.3 cc.) because 
of nausea and abdominal pain. At the end of the second course the patient was 
comfortable. All areas had healed except for three persistent patches of exuda- 
tion and scaling on the glans penis and a few ill defined patches of follicular 
papules at the waistline. Urticarial lesions also developed when his condition 
improved. 

Three months after arsenotherapy was started the patient felt well enough 
to return to work. Except for the penile eruption and evanescent urticarial 
lesions he appeared to have recovered completely. He gained 10 pounds (4.5 Kg.) 
during this time, and the hematologic findings returned to normal. Further 
treatment of the penile eruption over a period of six months, with ultraviolet 
radiation, roentgen rays and various topical remedies, finally resulted in improve- 
ment but failed to clear up the lesions completely. 

The patient has been at work since 1937. He is well except for a recurring 
eczematous eruption of the penis and urticarial lesions which appear from 
time to time. 

CasE 4.—M. L., a Jew aged 35, born in the United States, practiced law 
before he was incapacitated by his illness. 

The family and personal history were irrelevant. 

The first symptom of the disease was pruritus, followed by a generalized 
eruption, even on the soles. The condition was diagnosed differently by different 
observers: dermatophytosis and dermatophytid, lichen planus and, finally, chronic 
discoid and lichenoid dermatitis. Histologic examinations in two different clinics 
resulted in diagnoses of contact dermatitis and psoriasiform type of dermatitis. 
The patient received various injections and twelve roentgen ray treatments to the 
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Two weeks after the third course, the patient suffered a third relapse, much 
more severe than the two previous exacerbations, and again became uncom- 
fortable. 

Another course of arsenotherapy was considered justifiable in view of the 
serious nature of the disease (lymphoblastoma picture), the favorable response 
to previous injections and the absence of ill effects. 

The fourth course of arsenotherapy, combined with autohemotherapy, was 
started July 10, 1936. This course was started with only 1 minim (0.06 cc.), 
because of the large amounts administered previously, and the dose was increased 
to 70 minims (4.3 cc.) over a period of seventy days. During this time thirty-two 
injections of autogenous blood were given in doses of 20 to 30 cc. After the 
completion of the fourth course, the patient gained weight and had a feeling 
of well-being. The skin appeared normal except for pigmentation in the previously 
involved areas. Approximately five or six pea-sized areas of infiltration per- 
sisted on the shoulder, abdomen and right flank after the fourth course was 
discontinued. 

In February 1937, five months after the fourth course of arsenic was dis- 
continued, a mild eruption of papular lesions developed on the trunk. The patient 
was again given injections of a 2 per cent solution of sodium arsenate, starting 
with 1 minim (0.06 cc.) and increasing to 54 minims (3.3 cc.). At this point 
arsenic was discontinued, because of neuritic symptoms. At the end of the fifth 
course, the patient stated the belief that “the turning point had come in his 
illness’ and that he had never felt as well since treatment had been started. 
Coincidental with the patient’s recovery there appeared a tendency for urticarial 
lesions to develop from time to time, especially when he was excited. 


As previously mentioned, the tendency for urticaria to develop when 


other symptoms of the disease recede was pointed out by Sulzberger 


and Garbe. 


Treatment was discontinued in April 1937, after seventeen months. The 
skin healed without scarring or atrophy. The patient regained all the weight 
he had lost, and the blood count returned to normal. He is hale and hearty and is 
carrying on an active, flourishing business. 

Case 3.—L. S., a Jew aged 39, born in Galicia, was a retail grocer before 
he was incapacitated by his illness. The past personal history and family history 
were negative for allergy and diseases of the skin. 

The popliteal spaces were the first to be involved. After one month the eruption 
spread rapidly and involved the entire cutaneous surface. The patient had lost 
30 pounds (13.6 Kg.) since the beginning of his illness and had been hospitalized 
on four different occasions. While hospitalized, the patient seemed to improve, 
only to relapse again soon after he was discharged. He was _ investigated 
thoroughly, but nothing pertinent was disclosed. The histologic diagnosis was 
eczematized dermatitis or irritated psoriasis. There was no evidence of mycosis 
fungoides. 

Numerous injections of calcium and sodium thiosulfate, and approximately 
thirty roentgen ray treatments to all parts of the body, in addition to the 
administration of lotions, salves and medicated baths, failed to alleviate the 
condition. 

When the patient was first seen, eighteen months after the onset, the entire 
integument was involved. The face was studded with split pea-sized bluish red 
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The clinical picture was almost identical with that in case 4. A_ histologic 

examination made six months previously was reported as “chronic eczema.” The 
blood count was normal except for 8 per cent eosinophils. 

On Oct. 12, 1939, the patient began a combined course of arsenotherapy, injec- 

tions of autogenous blood and superficial roentgen ray therapy. A few areas 

were screened off from the rays in order to compare the progress of these lesions 


Fig. 1 (case 5).—Nodular and infiltrated scaly plaquelike lesions before treat- 


ment was begun. 


A shake lotion containing 6 per cent ethyl 


with those exposed to radiation. 
After the tenth dose of solution of sodium 


aminobenzoate was also prescribed. 
arsenate was administered, the patches in the cubital fossae began to regress. 
When a daily dose of 17 minims (1.05 cc.) was reached, definite regression in 
all patches had appeared. The pruritus began to abate but was still considerable. 
The first course of arsenic was discontinued at 33 minims (2 cc.). By this time 
the patient was comfortable, and the eruption had cleared up, leaving areas of 


dark brown pigmentation and patches of scaling on the lower extremities. Eleven 
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hands and feet. He was hospitalized for ten days, without any appreciable change 
in his condition. Because of his physical appearance and intense discomfort, he 
was forced to give up his law practice. 

The patient presented a generalized eruption involving the face, trunk and 
extremities, made up of discoid, oval, violaceous scaly and crusted patches with 
some tendency to be distributed along the lines of cleavage. Some of the lesions 
resembled psoriasis and others pityriasis rosea. The scrotal sac was intensely 
erythematous and scaly. The penis showed crusted, eczematous patches. On 
the face there were small violaceous nodular scaly lesions. The finger nails 
and toe nails were thickened and ridged horizontally. The superficial lymph 
nodes were moderately enlarged, and the pruritus was described as “intolerable.” 
The blood count was normal except for moderate anemia (75 per cent hemo- 
globin) ; the eosinophil count was 2 per cent. 

Therapy was started on Nov. 4, 1938. In addition to daily injections of 
sodium arsenate, autogenous blood was given every third day, and fractional 
doses of roentgen rays were administered to previously untreated areas. Combined 
therapy was decided on in an attempt to reduce the duration of treatment to as 
short a time as possible. A shake lotion with 6 per cent ethyl aminobenzoate 
was also. prescribed. 

After three weeks of the above regimen, the patient was much more com- 
fortable. After five weeks all the lesions had regressed completely except for 
a few which were still visible on the face. The first course of arsenotherapy 
was discontinued at 35 minims (2.2 cc.) because of abdominal pain. The only 
complaint at this time was slight, fleeting pruritus in various parts of the body. 
Areas of dark brown pigmentation remained to mark the sites of previously 
affected areas. Thirteen injections of autogenous blood were given, and approxi- 
mately 450 r of roentgen rays was administered to the affected areas during 
this time. 

Arsenotherapy was resumed after a rest period of two weeks because of the 
mild pruritus which was still present and because of the infiltrated patches on 
the cheeks. The second course of sodium arsenate was given over a period of 
seven weeks. Tolerance had increased to the extent that the patient was able 
to take 53 minims (3.3 cc.). Early during the second course the pruritus increased 
somewhat, and during the third week a maculopapular, pale red eruption appeared 
on the trunk, together with some infiltrated patches on the posterior aspect of the 
axillary folds. This eruption disappeared again within a few days. With the 
termination of the second course of treatment the patient was free of itching 
the facial lesions cleared up, and the patient felt well enough to resume the 
practice of law. The only abnormal finding when treatment was discontinued was 
a sharply defined pea-sized patch of erythema and crusting surrounding the 
urinary meatus. This lesion has persisted to date. Otherwise, he has been 
entirely well since Feb. 14, 1939. 

Case 5.—M. B., a Jewish clothes operator aged 54, born in Russia, had 
intense itching of all parts of the body and a generalized eruption of eighteen 
months’ duration. 

The family and personal history were irrelevant. 

The eruption first appeared on the soles and shortly after became generalized, 
even on the face and genitalia. The patient was hospitalized during the first 
month of his illness. Urine, blood tests and cutaneous tests gave negative results. 
Treatment included injections of calcium gluconate, fever therapy, application of 
various unguents and lotions and approximately six roentgen ray treatments of all 


affected parts. The condition seemed to be getting progressively worse, but the 


patient was able to continue working. 
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injections of blood were given, and not more than 225 r of roentgen rays had been 
given to any area up to the time definite signs of improvement began. The areas 
shielded from the roentgen rays improved but not as rapidly as the irradiated areas. 

On November 25 a second course of arsenotherapy was started to prevent the 
possibility of a relapse. The injections were administered over a period of six 
weeks and the maximum dose was 45 minims (2.8 cc.). By the end of the second 
course all lesions had disappeared except for a few split pea—sized papules below 
the eyes. A total of 450 r had been administered to the affected areas. The 




















Fig. 2 (case 5).—All lesions are completely healed after three months of 


treatment. 


persistence of the lesions near the eyelids was attributed to the fact that this area 
had received only one-half the amount of roentgen rays given to the rest of the 
face. With an additional 150 r these lesions disappeared as well. 

Treatment was discontinued Jan. 8, 1940. There have been no signs or symptoms 
of a relapse since treatment was started. ; 


COMMENT 
Five cases of “exudative chronic lichenoid and discoid dermatitis” 
(Sulzberger and Garbe) have been described. A new approach to treat- 


ment was made, which proved highly successful in these patients. 
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The essential feature of this treatment was repeated courses of sub- 






cutaneous injections of a 2 per cent solution of sodium arsenate. At least 






two such courses were required, and in | case as many as five courses 






were found to be necessary. The first course was started with a sub- 
cutaneous injection of 1 minim (0.06 cc.) of solution of sodium arsenate. 






Injections were given daily, the dose being increased by 1 minim each 






time. The course of treatment was stopped when the patient began to 


complain of nausea, vomiting, abdominal pain, diarrhea or numbness 







and tingling of the extremities or if albumin appeared in the urine. One 





of the symptoms of intolerance usually appeared when the daily dose 






had been raised to approximately 30 minims (1.85 cc.). After a rest 


period of about two weeks a second course was started. A decided 





increase in tolerance to the drug was found during the second course, 





the patient frequently being able to tolerate as much as 53 minims 
(3.1 ce.) a day. The average total dose given was 500 minims 






(30.8 cc.) during the first course and 800 minims (49.2 cc.) during the 





second course. Exsiccated sodium arsenate N. F. was used in preparing 
the solution (Na,HAsO,.7H,O). This means that the average total dose 


of metallic arsenic was 0.142 Gm. in the first course and 0.23 Gm. in the 







second course. 
The parenteral method of treatment was adopted rather than the oral 





administration of solution of potassium arsenite, U. S. P., because the 
latter had been tried and had failed in the first case. Failure with the 
oral method had been noted in a case similar to the first case by Rosten- 






berg.’ The parenteral method may. actually be superior to the oral 





method, bec2use a much greater tolerence for the drug seems to develop 





when it is administered in this way, ana, furthermore, one does not have 





tu depend on the patient’s cooperation. (sy the other hand, had the oral 





adm “tration of arsenic been persisted 1m, the effects might have proved 





equally beneficial. 
In addition to arsenic, these patients received autohemotherapy and 





roentgen therapy. it is my impression that roentgen therapy and auto- 
hemotherapy are beneficial but of secondary importance. Treatment 






with roentgen rays alone has been tried by others in similar cases,® with- 





out success. One patient, case 3, received a considerable amount of 





roentgen therapy elsewhere without benefit, and then improved rapidly 
when roentgen ray therapy was stopped and the administration of arsenic 





was begun. Finally, in each case resolution of the lesions together with 








‘symptomatic improvement began within three weeks after arsenotherapy 






5. Rostenberg, A., and Rostenberg, A., Jr.: A Case for Diagnosis, Arch. 
Dermat. & Syph. 35:509 ( March.) 1937. 
6. Bechet, P. E.: A Case for Diagnosis (Eczematoid Dermatitis? Mycosis 






Fungoides?), Arch. Dermat. & Syph. 30:165 (July) 1934. 
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was started. The 150 or 225 r given during this time in some of th 
cases could hardly account for the rapid improvement. 

All the patients were kept on a high caloric bland diet. Iron wa 
prescribed when necessary. I found that a shake lotion or ointment 
with ethyl aminobenzoate frequently gave needed relief during the early 
days of treatment. These 5 patients have now been well for between 
one month and six years. There has been no recurrence in any case. 
Two of the patients still have a patch of dermatitis on the penis, which 
has persisted throughout the entire period of treatment. Four were 
entirely disabled before treatment was begun, but they all now enjoy 
good health and have been able to resume their occupations. 

Note should be taken of the fact that these patients were treated at 
home, without changing their normal environment or mode of living. 

The cause, pathogenesis and proper nosology of this dermatosis are 
still to be determined. The observations made, however, help to clarify 
one or two points. A sensitization or allergic mechanism has _ been 
considered as a possible explanation of the modus operandi, despite the 
fact that in most cases cutaneous tests, family and personal history were 
negative for allergy. This hypothesis was based on the observation that 
most patients suffering from the disease responded well to a complete 
change in environment, only to relapse on returning to their usual sur- 
roundings. The fact that these patients can be treated successfully 
without changing their normal environment or mode of living would 
seem to be against the aforementioned theory. 

In each of the 5 cases the clinical picture was suggestive of lympho- 


blastoma cutis because of the intense pruritus and nodular and infiltrated 


plaquelike lesions. The argument that this dermatitis cannot be classi- 


fied among the cutaneous lymphoblastomas because the eruption fails to 
respond to arsenic and roentgen therapy can now be overruled. Objec- 
tions to such classification must rest on the atypical clinical features 
and the lack of histologic evidence to support such a contention. 


SUMMARY AND CONCLUSIONS 

Five cases are presented in which the characteristics, course and 
other findings were closely parallel to the syndrome described by Rosen 
and by Sulzberger and Garbe. 

The patients were treated by subcutaneous injections of a 2 per cent 
solution of sodium arsenate, superficial roentgen ray therapy and auto- 
hemotherapy. 

The evidence suggests that the most effective factor of this combined 
therapy was the arsenic. 

The treatment described was successful in 5 consecutive cases. 





INJURIES OF THE MOUTH CAUSED BY 
THE TEETH 


DOUGLASS W. MONTGOMERY, M.D. 


SAN FRANCISCO 


In a case of erosion of the tongue or of the lining of the lips or 
cheeks one naturally looks for roughness or inequalities of the teeth. 
\ccording to Bangai,' however, who has reported 2 cases, such a con- 
dition may be caused by pressure alone on perfectly smooth teeth; he 
mentioned also that if a tooth is lost the tongue, pressing into the 
inequality, may cause an erosion. This is especially true of the papillae 
foliatae (perpendicular folds) on the sides of the tongue just in front 
of the anterior pillars of the fauces, mentioned by Greenbaum ? as sub- 
ject to irritation from irregular teeth. 

A patient of mine was much worried, and rightfully so, because of 
an enduring inflammation and swelling in this locality. The teeth of 
her denture were slightly tipped inward, but they were smooth and 
well set. Her dentist ascribed her trouble to the tongue being too 
large, for some unknown reason, for the mouth. With the use of an 
abundance of elm—boric acid mouth wash the trouble subsided. 

An ordinary canker sore, an aphtha, may become irritated by an 
otherwise inoffensive tooth and cause an erosion, enduring, uncomfort- 
able and mentally disturbing. I have seen examples of this which per- 
sisted after all dental inequalities had been cared for. Healing can be 
secured by wearing a piece of chewing gum over the teeth in this location, 
thus keeping the mucous membrane entirely away from the teeth. This 
is better than a piece of gauze, the remedy sometimes advised, as it is 
smooth, solid and yet plastic and fits well against the teeth. 


Erosions may be grave, as in a woman, the subject of the photo- 


graph, who was 58 years of age but looked much older. Also of inter- 
est is the fact that she had had an epithelioma of the right temple which 


had yielded to treatment. 

The erosion was a pincushion-like lesion, with a yellow surface, +g 
inch (0.95 cm.) in diameter, situated on the inner surface of the lower 
lip well within the mouth and directly where the long sharp fang of 

1. F. Zinsser (Hautkrankheiten und Mundschleimhaut, in Jadassohn, J.: 
Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1930, 
vol. 14, pt. 1, p. 74) quoted Bangai as mentioning the occurrence of lesions due to 
the tongue pressing against perfectly normal teeth. 

2. Greenbaum, S. S.: Glossodynia and the Painful Form of Wandering Rash 
of the Tongue, Arch. Dermat. & Syph. 39:686 (April) 1939. 
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one of the upper lateral incisors dug into it. The tissue inclinations oj 
the patient, as indicated by their obvious senility and by the occurrenc: 
of an epithelioma, together with the physical appearance of the lesion 
itself, aroused definite suspicion of malignancy. The elimination oj 
the offending tooth, however, resolved the trouble favorably. 


TRAUMATISMS OF THE BORDER AND TIP OF THE TONGUE 
Traumatisms of the border and of the tip of the tongue have a 
decided inclination to become indurated and therefore to simulate in 











Pincushion-like erosion of mucous membrane surface of lower lip in a situation 
where the long sharp fang of an upper incisor tooth dug into it. The teeth and 
gums were in extremely bad condition. The skin of the face shows senile changes 


this important respect infiltrative diseases like cancer, syphilids and 
tuberculosis. This inclination in this situation is due to the connective 
tissues here having a perpendicular set and the blood vessels a fanlike 
distribution, so favoring deep infiltration by these diseases. 

As a striking example of this, a man aged 53 consulted me on 
Sept. 8, 1924, for a lesion on the right border of the tongue directly 


opposite the right lower premolar. The upper premolar had a sharp 
inner edge. Pain was acute and radiating. The appearance was so 
suspicious that I made a tentative diagnosis of epithelioma, although 
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the patient said that the condition had begun only two weeks previously 
as a crack. It cleared up after rectification of the dental condition and 
the use of a simple mouth wash. 

Even an acute recent traumatism of this locality may exhibit the 
peculiarity of excessive induration to a striking extent, as shown in 
the case of a man, aged 78 but enjoying excellent health, who while the 
mucous membranes of the mouth were swollen by a “cold” bit the left 
border of his tongue midway between the tip and the base, causing 
intense pain. The wound bled for several hours, causing clots, which 
he spat out. The following day a physician on viewing the lesion 
thought it was a tumor, and if it had been this naturally would have 
explained its having been bitten. 

The cakelike lesion was about 4 inch (0.6 cm.) in diameter and 
was prominent and accurately circular and in its center had a slitlike 
wound. Its upper border flattened off into the dorsum of the tongue, 
but the lower border was thicker and ended in a rolled edge over- 
hanging the border of the tongue. It was tender and was decidedly 
indurated.- A dentist rounded off the edges of the opposing teeth, some 
of which had grown to be rather sharp. Gradually the tenderness and 
the induration subsided, so that twenty-four days afterward the area 
appeared slightly sunken and covered with white imperfect epithelium, 
with the wound still visible in its center. Less than a month afterward 
the lesion had healed, leaving no trace either visibly or subjectively. 

Here may be mentioned a happy circumstance connected with 
wounds of the mouth. Even large wounds in this cavity heal kindly, 
leaving little or no trace. This is attributed to the warmth and mois- 
ture of the mouth, and it may be that the oral juices, if not directly 
antiseptic, are unfavorable to the growth of the pathogenic micro- 
organisms. 

Lesions of the dorsum of the tongue may be deeply indurated, but 
the tendency is not nearly so great as on the borders. This condition 
was well exemplified in the case of a man aged 54 who consulted me 
on Jan. 6, 1926, for an uncomfortable feeling of the dorsum of the tongue 
near the right border. The only local symptom was a semicircular 
line of deep indentations. This, however, was opposite a tooth with a 
rough mammillated crown, which beat down directly on this surface. 
Attention to this tooth cleared up the condition. The patient had a 
sensitive mouth subject to simple herpes, for an attack of which he 
subsequently consulted me. 

Some of these wounds are severe, such as those received in an 


epileptic fit, during which the tongue may be violently protruded and 


the spasm may then clamp the teeth firmly on it, inflicting a grave 
wound or even biting off the tip. The wound, however, heals kindly, 
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and even if the tip is bitten off it may be sewed on, with the area under 
local anesthesia, during the hebetude following the fit.® 

An ulcer may also occur on the under surface of the tongue and on 
the frenulum caused by the protruded tongue striking against the lower 
front teeth in the violet coughing of whooping cough. 

In these irritable lesions the mouth wash prescribed is important. 
It should be so inexpensive that it may be used abundantly and should 
be mildly antiseptic and suave. The following preparation, with which 
I first became acquainted through the late Louis Brocq, of Paris, France, 
meets these requirements. 

Place a bunch of elm N. F. in a pint (473 cc.) jar which has been scalded 


Pour over this enough boiling water to fill the jar. Let steep for twenty minutes 


and then strain by pouring through clean cloth or gauze. Then add 2 heaping 
teaspoonfuls of boric acid powder. Keep in covered jar or in a bottle. 


small bottle of the mouth wash and gargle with it several times a day. 


Carry a 


CONCLUSIONS 
The teeth of the mammalians, especially of the carnivora, among 
which human beings are included, are stout instruments meant to tear 


and grind food and also to be weapons of attack and defense. The soft 


delicate mucous membranes of the lips and cheeks lie against the outer 
surfaces of these formidable instruments, and the cheeks have an “‘inter- 
dental line,’ often projecting inward along the outline of the bite. In 
like manner the tongue with its rounded borders lies along the inner 
line of the bite, and not infrequently it is so swollen and soft and lies 
so closely against the teeth that it takes their impression, causing what 
is called “orchestra chair tongue.” 

One would think, from the apparent imminence of the danger, that 
accidental biting of the cheeks or tongue would be frequent; yet its 
occurrence is rare. Nature provides against such an accident. 

In estimating such an injury one must always bear in mind that it 
may be not a simple erosion but a syphilitic, tuberculous or cancerous 
lesion in its incipiency, bitten because of its protrusion. 

3. Spencer, W. G., and Cade, S.: Diseases of the Tongue, Philadelphia, P. 
Blakiston’s Son & Co., 1931, p. 59. 





NEUROFIBROMATOSIS ASSOCIATED WITH 
CARCINOMA OF THE BREAST 
AND PREGNANCY 


HERMAN CHARACHE, M.D. 


PROOKLYN 


Although neurofibromatosis associated with pregnancy has been 
reported in a few instances,’ the association of multiple neurofibromas 
with carcinoma of the breast and pregnancy has not been previcusly 
reported. 

The influence of pregnancy on the growth of malignant tissues has 
been observed by a number of clinicians. This phenomenon has also 
been noted concerning neurofibromas, with increase in size and number 
of the tumors. The pigmentation becomes more evident, and pain 
becomes a more predominant symptom. ‘The latter is the result of 
pressure on the cutaneous nerve filaments by the increase in size and 
number of the tumors. When pregnancy is terminated, there is a 


regression in the size and number of the nodules. In the case reported 
by McNally ? the cutaneous lesions had subsided about 40 per cent eight 


months after the termination of pregnancy. 

When pregnancy again supervenes, the process repeats itself. This 
is illustrated by a case reported by Nishizaki.'° The offspring in a great 
number of cases is subject to the same disease, either in childhood or 
later in life. It is now generally agreed that heredity is a predisposing 
factor in neurofibromatosis. 

A search through the literature fails to reveal any reports of neuro- 
fibromatosis associated with carcinoma of the breast, although Davis, 
Hanelin and Mouzakeotis * reported a case of carcinoma of the male 
breast associated with a neurofibromatous nodule of the back and a 
tumor of the thigh of myogenic origin. 

From the Brooklyn Cancer Institute. 

1. (a) Sutton, R. L.: Am. J. M. Sc. 147:419, 1914. (b) Hirsch, E.: Med. 
Klin. 23:983, 1927. (c) Nishizaki, S.: Jap. J. Obst. & Gynec. 11:241, 1928. 
(d) Kushner, J. I.: Am. J. Obst. & Gynec. 21:116, 1931. (¢) Sharpe, J. C., 
and Young, R. H.: Neurofibromatosis: Effect of Pregnancy on Skin Manifesta- 
tions, J. A. M. A. 106:682 (Feb. 29) 1936. 

2. McNally, H. B.: Am. J. Obst. & Gynec. 33:501, 1937. 

3. Davis, G. G.; Hanelin, H. A., and Mouzakeotis, T. C.: Multiple Tumor 
Syndrome in Male: Carcinoma of Breast, Pleomorphic Sarcoma of Thigh and 
Neurofibromas of Skin; Report of Case, J. A. M. A, 106:1359 (April 18) 1936. 
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REPORT OF A CASE 


A white woman aged 30 was admitted to the Brooklyn Cancer Institute on 
Dec. 9, 1925, with a diagnosis of multiple neurofibromas and a malignant condition. 
The patient complained of inability to walk due to pain in both knees and back. 
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Fig. 1.—Photomicrograph (x 200) showing carcinoma of the breast in a case 
of neurofibromatosis. 


She also had pain in the right side of the chest, right axilla and right arm. The 
pain in the chest was aggravated by a cough of six weeks’ duration. 
At the age of 14 she noticed multiple nodules over her body. As she grew 


older the nodules increased in number, but they never gave her any discomfort. 
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\t the age of 17 she had her first menstrual period; the periods were always 
regular and lasted four days. She married at the age of 23 and had three 
pregnancies, with the birth of one living child. At the time of the patient’s 
idmission, her child was 5 years of age and in good health. The other two 
pregnancies ended in miscarriages, one at five months and one at seven and 


one-half months. At the time of admission she had not menstruated for three 
months. 

In 1924 she noticed a tumor in her right breast. She was admitted to a hos- 
pital, where a diagnosis of carcinoma of the breast was made and a radical 
mastectomy was performed. The diagnosis was confirmed by histologic examina- 
tion of the tissue of the breast (fig. 1). On examination of the slide at the 
Brooklyn Cancer Institute, the diagnosis was again confirmed. The glands in 
the axilla proved to be metastatic, but one of the numerous nodules on her chest, 
removed for examination, proved histologically to be fibromatous in origin. 

There was no record of multiple neurofibromas or a related condition in mem- 
bers of this woman’s family, nor was the cause of her parents’ death of any 


significance. 














Fig. 2.—Advanced stage of neurofibromatosis during pregnancy. Left breast 
was removed because of carcinoma. 


On her admission to the hospital, examination revealed a chronically ill, poorly 
nourished woman, with hippocratic facies, temperature 97 F., pulse rate 150 and 
respiratory rate 24. The entire body, including the extremities, was covered 
with numerous nodules, varying from 1 to 3 cm. in size. There was little inter- 
vening normal skin. The patient appeared like a museum specimen composed of 
multiple nodules (fig. 2). The right breast was missing. A scar measuring 
12 inches (30.5 cm.) in length was visible. The left breast was covered with 
subcutaneous nodules, but there was no tumor palpable within the breast. Harsh 
bronchovesicular breathing, with occasional whistling expiratory rales, was heard 
over both lungs. The heart sounds were of good quality, and no murmurs were 
heard. 

The abdomen was scaphoid, with little subcutaneous tissue. The liver and 
spleen were not palpable. With the exception of the subcutaneous nodules, there 
were no other tumors palpable. 

Pelvic examination revealed the cervix to be soft. The fundus was enlarged 
to the size of a three month pregnancy and was soft. The fornices were free 
from any palpable tumefaction. 
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With the exception of the multiple nodules, the extremities did not show any 
clinical abnormalities. 

The urine was normal. The Wassermann reaction of the blood was negative 
Chemical examination of the blood showed urea 28 mg., creatinine 0.96 mg. and 
sugar 65 mg. per hundred cubic centimeters. 


The final clinical diagnosis was: 


(a) multiple neurofibroma, (b) carcinoma of 
the breast, with metastasis to the lungs, and (c) pregnancy. 


The patient remained in the hospital for supportive treatment and died on Jan. 
21, 1926. Permission for autopsy was not obtained. 


75 Prospect Park Southwest. 





Clinical Notes 


SULFAPYRIDINE DERMATITIS 


Report of Two Cases 
C. G. LaRocco, M.D., CLEVELAND 


The advent of any new drug creates the necessity of being alert to a complicat- 
ing eruption. 

While the possibility of a sulfanilamide eruption is well known, I have found 
only casual reference in the American literature to dermatitis caused by sulfa- 
pyridine. Therefore, the following report is made. 


REPORT OF CASES 

Case 1—T. L., a white boy aged 13, was admitted to the medical service of 
Dr. Edward W. Parsons at St. Vincent Charity Hospital on Feb. 5, 1940, because 
of a cold and cough. Six days later a diagnosis of pneumonia was made (no 
specific type), at which time sulfapyridine was ordered, 15 grains (1 Gm.) every 
four hours. On February 18, one week after administration of the drug, a 
morbilliform eruption appeared. This rash was generalized, symmetric and macular. 
On the face and trunk it was almost solid and there was dusky erythema, while 
on the abdomen and extremities the macules were arranged in circles and crescents. 
The conjunctivas and buccal mucosae were clear. 

On admission the blood count showed: erythrocytes, 5,000,000 per cubic milli- 
meter; hemoglobin, not reported and leukocytes, 22,000 per cubic millimeter, with 
the differential count polymorphonuclear neutrophils 64 per cent, small lymphocytes 
16 per cent, monocytes 10 per cent and large lymphocytes 10 per cent. On February 
12, the erythrocytes had dropped to 3,600,000 per cubic millimeter and the leuko- 
cytes had increased to 32,000 per cubic millimeter. On February 19 the erythro- 
cytes were 3,800,000 and the leukocytes 18,000 per cubic millimeter, while the 
differential count showed polymorphonuclear neutrophils 63 per cent, small lympho- 
cytes 12 per cent, monocytes 5 per cent and large lymphocytes 20 per cent. On 
February 23 the erythrocytes were 3,900,000 and the leukocytes 11,000 per cubic 
millimeter. 


Case 2.—M. E., a white woman aged 25, was admitted to the service of Dr. John 
P. Anderson at St. Vincent Charity Hospital on May 14, 1940, with a diagnosis of 
lobar pneumonia of type I. On that day she received 100,000 units of type I 
antipneumococcus serum and was given 30 grains (2 Gm.) of sulfapyridine at once 
and then 15 grains (1 Gm.) every four hours. On May 22, eight days after 
administration of this drug, a rash was noted. The face was flushed and mildly 
cyanotic. On the trunk the eruption was morbilliform, flat and pink. On the 
abdomen it was confluent, fading onto the thighs. The lesions were devoid of 
the edematous character commonly observed with rubeola and of the urticarial 
phenomena of serum sickness. The conjunctivas and buccal mucosae were clear. 

From the Dermatological Service of Dr. Clyde L. Cummer and Dr. C. G. 
LaRocco, at St. Vincent Charity Hospital. 
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Twenty-four hours after the administration of this drug was interrupted in both 
cases the rash had practically disappeared, and in less than forty-eight hours 
the skin was entirely clear. The character and ephemeral course of the eruption 
correspond with the reports of Davis! and Rosenfeld and Rosenblum.? 

The hemogram in case 2 closely resembled the blood picture in case 1. Repeated 
urinalyses in both cases showed no albumin or sugar. 


1. Davis, E.: Dermatitis and Stomatitis in Pneumonia Treated with M. & B. 
693 (Sulfapyridine), Lancet 1:1042 (May 6) 1939. 

2. Rosenfeld, J., and Rosenblum, A.: Sulfapyridine in the Treatment of 
Pneumonia: Observations in One Hundred Cases, Ohio State M. J. 36:385-388 
(April) 1940. 





News and Comment 


A STUDY TO EVALUATE ORIGINAL SEROLOGIC 
TESTS FOR SYPHILIS 


More than five years ago the Committee on Evaluation of Serodiagnostic 
Tests for Syphilis, in cooperation with the United States Public Health Service, 
conducted a study to evaluate original serologic tests for syphilis or modifica- 
tions thereof in the United States. The results of this study were published 
shortly after the investigation was completed (Cumming, H. S.; Hazen, H. H.; 
Sanford, A. H.; Senear, F. E.; Simpson, W. M., and Vonderlehr, R. A.: The 
Evaluation of Serodiagnostic Tests for Syphilis in the United States: Report 
of Results, Ven. Dis. Inform. 16:189 [June] 1935; The Evaluation of Serodiag- 
nostic Tests for Syphilis in the United States, J. A. M. A. 104:2083 [June 8] 
1935). 

Consideration is now being given by the committee to the organization of a 
second evaluation study of original serologic tests for syphilis or modifications 
thereof within the next year. If the need for an investigation of this kind seems 
to justify the cost, invitations will be extended to the authors of such serologic 
tests who reside in the United States or who may be able to participate by the 
designation of a serologist who will represent them in this country. The second 
study will be conducted utilizing methods comparable to those employed in the 
first study (Cumming, H. S.; Hazen, H. H.; Sanford, A. H.; Senear, F. E.; Simp- 
son, W. M., and Vonderlehr, R. A.: The Evaluation of Serodiagnostic Tests for 
Syphilis in the United States, J. A. M. A. 103:1705 [Dec. 1] 1934). 

Serologists who have an original serologic test for syphilis or an original 
modification of a test and who desire to participate in the second study should 
submit their applications not later than Oct. 1, 1940. The applications must be 
accompanied by a complete description of the technic. All correspondence should 
be directed to the Surgeon General, United States Public Health Service, Wash- 
ington, D. C. 


EXAMINATION FOR CERTIFICATION BY THE AMERICAN 
BOARD OF DERMATOLOGY AND SYPHILOLOGY 


A written examination will be held in various large cities in the country on 
Monday, Oct. 28, 1940. Applications must be received by the secretary by Sep- 
tember 16. An oral examination will be held in Chicago on Friday and Saturday, 
December 6 and 7. Applications for group A candidates must be received by 
November 1 by the secretary, Dr. C. Guy Lane, 416 Marlboro Street, Boston. 





Abstracts from Current Literature 


Epitep By Dr. Herpert RATTNER 


THE ExantHEM oF AcuTE Mononucieosis. H. J. TemMpLeton and R. T. 

SUTHERLAND, J. A. M. A. 113:1215 (Sept. 23) 1939. 

The hospital records of the students at the University of California were 
studied by Templeton and Sutherland, who found records of 91 cases of acute 
mononucleosis. There was an associated eruption present in 17 of these patients 
(18.5 per cent), which was usually indistinguishable from rubella. Rarely ihe 
rash was erythematous or consisted of multiform lesions. Itching was mild or 
absent. The eruption was noted at various times during the course of the dis- 
ease, appearing anywhere from the third to the twentieth day. The duration was 
from three to seven days. 


CoRNEAL EXAMINATION AND S iit LAMP Microscopy IN DtAGNosis OF LATE 
CONGENITAL SypHILis, EspecrALLy In ApbuLts. J. V. KLAuper and A. 
Cowan, J. A. M. A. 113:1624 (Oct. 28) 1939. 


According to the experiences of Klauder and Cowan, the type of interstitial 
keratitis caused by syphilis can usually be differentiated from other forms, when 
the cornea is studied by means of slit lamp microscopy. This method may also 
be the only means of detecting the disease when substantial recovery has occurred. 
They studied 100 patients with interstitial keratitis, ranging in age from 6 years 
to 65, the majority being under 30. They concluded that slit lamp microscopy is 
more reliable in the diagnosis of old interstitial keratitis than is study by oblique 
illumination and the ophthalmoscope. Klauder and Cowan stress the importance 
of the diagnosis of old interstitial keratitis as valid evidence of congenital syphilis 
and point out that the differentiation between congenital and acquired syphilis is 
of importance in the therapy to be administered. 


SeroLocic DiIscREPANCIES IN Sypuitis. G. M. Crawrorp and L. 

J. A. M. A. 118:1715 (Nov. 4) 1939. 

Crawford and Ray found that of 2,862 new patients admitted to the syphilis 
clinic at the Massachusetts General Hospital in a two year period, 335 with late 
stages of the disease showed a positive Hinton and a negative Wassermann reac- 
tion. Of the 335 patients whose serologic tests were at variance, nearly 50 per 
cent were found by subsequent study to have syphilis, and 25 per cent more were 
presumed to have syphilis solely because the Hinton test gave a persistently posi- 
tive reaction. Of the remaining 25 per cent, the status of half was not determined, 
while in the other half the initial positive reaction was considered to be due to 
a technical error. Crawford and Ray found the Hinton test to possess a high 
degree of specificity and obtained only 0.42 per cent false positive reactions in the 
reported series of cases. 


A Cirnicat Stupy oF ACNE IN UNIVERSITY STUDENTS. F. W. Lyncu, J. A. M.A. 

113:1792 (Nov. 11) 1939. 

Lynch studied three large groups of both boys and girls with acne in the 
freshman class at the University of Minnesota. The median age of the boys 
was 19 and of the girls, 18. The incidence of acne was determined to be 57 per 
cent for the boys and 46 per cent for the girls. The severe pustular forms and 
involvement of the trunk were more commonly found among the boys. There 
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was no determined relation between the presence of acne and the body build or 
body weight. It was noted, however, that asthenic girls were unlikely to suffer 
from the severe forms of acne. There was an apparent trend to an increased 
basal metabolic rate in the more severe cases of acne in both sexes. According 
to Lynch, the statement of the patient regarding the character of the menses: is 
usually not dependable. When this question was carefully checked, there was an 
apparent incidence of abnormal menses in about 40 per cent. There was no rela- 
tion between the texture or the color of the hair and the presence of acne. 
Seborrhea was common and more often noted with the severe forms. Girls with- 
out acne wash less frequently, probably because of lack of need of attention. The 
incidence of constipation was negligible. Focal infection of the nose or throat 
was more common in boys than in girls. A series of 49 girls with acne was treated 
by Lynch by the application of the dihyroform of estrogen. Improvement was 
noted in 72 per cent of those treated, but in 64 per cent of a control series, in 
which the base alone was used, there was a similar improvement. 


Tue Use or CoLtomaL CALoMEL (MiLtp Mercurous CHLORIDE) OINTMENT IN 
DERMATOLOGY. T. CorNBLEET, A. H. SLEPYAN and M. H. Epsert, J. A. M.A. 
113:1804 (Nov. 11) 1939. 


Cornbleet, Slepyan and Ebert studied the clinical effect of a colloidal mild 
mercurous chloride ointment (calomel) in a variety of dermatologic conditions. 
Its chief use was found to be in the treatment of impetigo contagiosa and certain 
of the superficial pyodermas, but it was also effective when applied to the form 
of seborrheic eczema localized behind the ear and also to infected ulcers of the leg. 


Contact Dermatitis Dur to Manco. S. J. Zaxon, J. A. M. A. 113:1808 
(Nov. 11) 1939. 

Zakon reports 2 instances of sensitivity to the peel of the mango. The diagnosis 
was proved by patch tests. In both cases there was considerable edema and a 
vesicular eruption of the lips and circumoral tissues. Zakon points out that the 
mango and Rhus toxicodendron both belong to the family Anacardiaceae and that 
in his 2 cases the appearance of the rash was comparable to that produced by Rhus. 


MAPHARSEN IN TREATMENT OF SYPHILIS IN OFFICE Practice: A Stupy BASED 
oN Two THOUSAND, THREE HuNpRED AND Forty-Two INJECTIONS OF ONE 
HUNDRED AND THIRTEEN Patients. C. R. Rein and F. Wise, J. A. M. A. 
113:1946 (Nov. 25) 1939. 


According to Rein and Wise, mapharsen is an acceptable arsenical preparation 
for use in office practice. They found mapharsen to be relatively nontoxic, and 
few untoward reactions occurred. In 1 instance, despite the daily administration 
of conventional doses, it was not effective when unsupported by a heavy metal. 
The best method of administration was found to be by concurrently giving a 
preparation of heavy metal. They report a fatality in a woman aged 30, in whom 
aplastic anemia developed during the second course of administration of mapharsen. 
This is the first recorded case of the development of a blood dyscrasia with a fatal 
outcome following the use of mapharsen. 


Contact DERMATITIS FROM OpriuM DERIVATIVES WITH SPECIAL REFERENCE TO 
OccuPaTIONAL Aspects. J. W. Jorpon and E. D. Ossorne, J. A. M. A. 
113:1955 (Nov. 25) 1939. 

The cutaneous reactions which may occur after the ingestion of opium or its 
derivatives are well known. Jordon and Osborne report cutaneous sensitivity from 
contact with these substances in 4 patients. Three of the patients were nurses, 
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and the fourth was a medicinal tablet molder. Confirmation was obtained by 
patch tests. In 1 instance an extreme degree of sensitization was noted, a patch 
test with a dilution of 1: 1,000,000 producing a strongly positive reaction. 


SEVERE ALLERGIC DERMATITIS FOLLOWING THE PARENTERAL USE OF THEELIN 
[Estrone]. L. A. Levison and J. J. Harrison, J. A. M. A. 113:2055 (Dec. 2) 
1939. 

A woman, aged 51, received eight injections of one brand and one injection of 
another brand of an estrogen, estrone (theelin) N. N. R. After each injection 
local pain and itching were present. After the fourth or fifth injection an eruption 
developed near the sites of the injections. The rash progressed in severity and 
finally became generalized. The affected skin showed erythema and vesiculation. 
Edema was present around the ankles. Intradermal tests revealed a sensitivity 
to both peanut oil and cottonseed oil, and the cutaneous efflorescence was con- 
sidered due to allergy to these oils and not to the estrogen in the preparations. 
SOBISMINOL Mass: CLINICAL RESULTS WITH ORAL ADMINISTRATION. J. R. 

ScHoLtz, K. D. McEAcHERN and C. Woop, J. A. M. A. 113:2219 (Dec. 16) 
1939. 

Scholtz, McEachern and Wood report on the treatment by sobisminol mass 
(orally) of 90 patients with various types of syphilis. At first they prescribed 
nine capsules, which represented 1.25 Gm. of bismuth, but a dose of 0.84 Gm. was 
later determined to be optimal. They found no evidence of cumulative toxic 
effects and concluded that no depots were formed. The complications were fre- 
quent (50 per cent of all patients) but mild. Only 4 patients were unable to 
continue treatment, while 7 others stopped for from one to two weeks and were 
then able to resume. Nausea and vomiting were the commonest complaints. <A 
few patients had a bismuth line, stomatitis, a “grip syndrome,” urinary frequency, 
ptyalism or parotitis. Two patients had esophageal spasm, due, it was thought, 
to the dissolving of the capsule in the lower end of the esophagus, with subsequent 
erosion of the mucous membrane. Sobisminol mass was found to be effective in 
bringing about involution of active syphilitic lesions of the skin. It is a preferred 
method of treatment to bring relief from the symptoms of late neurosyphilis (par- 
ticularly the tabetic form). 


FATALITY RATES IN THE TREATMENT OF NINE HUNDRED AND NINETY-EIGHT 

ERYSIPELAS PATIENTS: THE INFLUENCE OF SULFANILAMIDE. A. L. Hoyne, 

A. A. WorF and L. Pri, J. A. M. A. 113:2279 (Dec. 23) 1939. 

In an analysis of 998 patients with erysipelas cared for in the contagious dis- 
ease department of the Cook County Hospital during the years 1929 to 1938, 
inclusive, Hoyne, Wolf and Prim report a reduction in the mortality rate from 
17.3 per cent in the first year of the decennium to 2.1 per cent in the last year. 
The authors consider that the use of sulfanilamide is chiefly responsible for the 
lowered mortality rate and is the most effective form of therapy yet used in 
the treatment of erysipelas. Sixty per cent of the patients were males, and the 


fatality rate for males was almost exactly double the corresponding rate for 
females. The disease was observed most frequently in the spring and winter, 
particularly in March and April. Bronchopneumonia was the most important 
complication causing death, while patients with organic heart disease were found 
to be unusually poor risks when subjected to attacks of erysipelas. 


Lewis, New York. 
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KERATODERMA BLENNORRHAGICUM. H. Seppon Taytor, Brit. J. Dermat. 51: 
418 (Oct.) 1939. 


Taylor reports excellent results in 3 cases by treatment with hyperpyrexia, 
induced by means of the Kettering hypertherm, and with the application of 
“elastoplast” to the lesions. The elastoplast is kept on until “semi-liquid, evil- 
smelling debris begins to ooze through.” <A study of the literature leaves no 
doubt that the disease is a definite clinical entity, a manifestation of gonorrhea, 
but there is some question as to whether it is toxic, metastatic, septic or allergic 
in origin. Taylcr believes it to be a part of a septicemic process. 


PATHOGENESIS OF KERATOSIS BLENNORRHAGICA. ERVIN EpstTEIN, Brit. J. Dermat. 

§1:428 (Oct.) 1939. 

Epstein calls attention to: (1) the infrequency and inconclusiveness of the reports 
of cases in which the gonococcus was found in the cutaneous lesions; (2) the 
appearance of- crops of lesions on widely separated, usually bilateral areas of the 
body at one time (the blood cultures are sterile, and lesions have been seen on 
muccus membranes of the mouth): (3) the coexistence in some cases of toxic 
manifestations in the eye; (4) the predilection for the palms and soles, sites 
usually involved by the commonest of ids, the dermatophytid; (5) the response of 
the cutaneous lesions to cure of the primary focus and the inefficacy of local 
therapy, and (6) the positive reacticn to the complement fixation test in some 
70 per cent of the cases and the appearance of urethritis and arthritis prior to the 
development of the keratosis, which occurs usually with relapse of the former. 

For these reasons Epstein holds that the cutaneous lesions represent an idio- 
syncratic immunologic respcnse of a previously prepared tissue to the stimulus 
furnished by the interaction of the gonococcus with its environment in the lower 
part of the urogenital tract and in the articular cavities. 


THe PATHOGENESIS OF RosaceEA: A REVIEW WITH SPECIAL REFERENCE TO 
EMoTIONAL Factors. Ropert KLaBer and ErtcH WitrKower, Brit. J. Der- 
mat. 51:501 (Dec.) 1939. 

The pathogenesis of rosacea is reviewed with special reference to emotional 
factors. Fifty cases were studied; 36 patients showed evidence of an abnormal 
degree of social anxiety, which long antedated the rosacea. This was based on 
feelings of inferiority, guilt or shame. In 13 cases there was a history of acute 
psychologic trauma immediately preceding the onset of rosacea, and 20 more 
patients had suffered from prolonged preceding social or sexual stress, the nature 
of which was often such as to reactivate the emotional problems of the person. 
The authors concluded from their study that rosacea frequently results from emo- 
tional changes. These may act directly by producing a permanent blushing or, 
perhaps more cften, by lowering the gastric tone which may lead to a permanent 
flush. Blushing implies an associated and causative emotion of shame or guilt. 
Flushing, if dependent on emotion at all, is more readily associated with anger. 
Flushing ordinarily does not suggest the necessity of emotional tone. 


\LOPECIA OF THE PERONEAL REGIONS AS A CONSTITUTIONAL SIGN OF A NEURO- 
Arturitic DiatHesis. Lopovico Tommast, Brit. J. Dermat. 52:1 (Jan.) 1940. 


In the British Journal of Dermatology and Syphilis for November 1938 there 
is an article by Robertson describing a condition in which an area of atrophic 
skin occurs on the legs of men. The areas are situated bilaterally and symmetrically 
below the knees on the anterior, lateral and posterior aspects of the leg. The 
surface appears smooth, shiny and hairless. Generally men with this disease 
have also alcpecia of the scalp, and the similarity of this alopecia to that of the 
legs suggests a common causation, probably an endocrine imbalance. Tommasi, 
who first called attention to the condition in 1928, reviews the subject and describes 
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the symptoms in detail. They occur often coincidentally, with constitutional signs 
of neurcarthritism as well as with altered purine metabolism. The condition, he 
feels, is not dependent on friction and is different from alopecia areata. 

RATTNER, Chicago. 


CLIMATIC OBSERVATIONS CONCERNING Lupus ERYTHEMATOSUS IN CENTRAL 
ANATOLIA. ALFRED MARCHIONINI, Bull. Soc. frang. de dermat. et syph 
46:1030 (Sept.-Oct.) 1939. 

In central Anatolia there is intense solar radiation with low humidity (little 
light filtration) for several months during the year. While actinic cheilitis is 
common, lupus erythematosus is extremely rare. This fact was advanced as an 
argument against the belief of some that lupus erythematosus is due solely to 
solar traumatism. 


RESULTS OF PULMONARY ROENTGENOLOGIC STUDIES OF PATIENTS WITH LupPUs 

ERYTHEMATOSUS. L. M. Pautrier and ScHaarr, Bull. Soc. frang. de dermat 

et syph. 46:1045 (Sept.-Oct.) 1939. 

Thirty-seven patients were examined roentgenologically, with the following 
results: Seven had signs of pulmonary tuberculosis, 2 had signs of old tuber- 
culous pleurisy, and 23 had enlarged hilus nodes, thought to be due to tuberculosis. 

Thus a background of tuberculcsis was assumed for 86.5 per cent. It was 
considered indisputable in the cases of 7 of the 37 patients (those presenting 
signs of pulmonary tuberculosis), as compared with 1 of 21 patients with other 
cutaneous diseases similarly examined. 


TUBERCULIN REACTIONS IN Lupus ErytHematosus. L. M. Pautrier and 
A. Utomo, Bull. Soc. frang. de dermat. et syph. 46:1085 (Sept.-Oct.) 1939. 


Tn 42 patients the following reactions were obtained from Mantcux tests with 
Cilutions of tuberculin of 1 to 5,000.: 4 very strongly positive, 9 strongly positive, 
15 positive, 4 doubtful and 10 (23.8 per cent) negative reactions. 


THE TREATMENT OF Darier’s DISEASE WITH Bucky Rays. R. J. WEISSENBACH, 
Lévy-FrANCKEL and J. Meyer, Bull. Soc. frang. de dermat. et syph. 46:1339 
(Sept.-Oct.) 1939. 

The authors mention that Bucky rays have been used frequently in Austria and 
Germany for the treatment of Darier’s disease. Contrary to opinion that the 
dyskeratoses are resistant to the rays, they felt that these dermatoses are remark- 
ably radiosensitive. The result obtained from a strong erythema dose of Bucky 
rays administered in five treatments was excellent, all the lesions disappearing 
and leaving the skin smooth but pigmented. LayMon, Minneapolis. 


EXPERIMENTAL INVESTIGATION ON THE INFLUENCE OF ECZEMATOUS PROCESSES 
oN Protein METABOLISM. K. YosHIoKA, Jap. J. Dermat. & Urol. 43:141 


(June) 1938. 


Rabbits with experimental dermatitis which were fed casein or amino acids 
showed diminution in the absolute amount of nitrogen in the blood and in its rela- 
tive amount in proportion to the ingested nitrogen. The most decided diminution 
was noted in the acute and early subacute stage of the dermatitis. The amino 
nitrogen in the blood of the portal vein was also diminished, most considerably 
on the eighth and on the seventeenth day of the dermatitis. These observations lead 
to the conclusion that the function of digestion and resorption of proteins is con- 
siderably disturbed owing to the dermatitis. 
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STATISTICAL CLINICAL OBSERVATIONS ON Herpes Zoster. K. KatayaAMa, Jap. 

J. Dermat. & Urol. 43:145 (June) 1938. 

The author analyzes 487 cases of herpes zoster which have been observed in 
his clinic during the past sixteen years. The greatest number of patients were 
in the second decade of life. The youngest patient was aged 12 days, and the 
oldest, 81 years. There was no decided incidence in any one season in preference 
to the others. The most frequent localization (54 per cent) was the trunk; then 
followed, in declining order, the face, head and neck (about 29 per cent). The 
upper and lower extremities were not frequently affected (in about 7 per cent 
and 10 per cent of cases, respectively). Severe pain was complained of in 233 
cases and slight pain in 144; in 47 cases there were no subjective symptoms 
present. The average duration of the eruption in 222 cases in which the duration 
was recorded amounted to about seventeen days. One patient died with symptoms 
of meningitis. 


Tue Errect oF Dyes on Yeast Funct. K. Hicuti, Jap. J. Dermat. & Urol. 

45:125 (June) 1939. 

Yeast fungi were most disturbed in their growth by dyes of triphenylmethane 
structure, like crystal violet and gentian violet. The greatest resistance was 
shown by mycoderma and, in declining order, by Saccharomyces, Cryptococcus 
and Myceloblastanon. Pathogenic yeasts were relatively less resistant to the dyes 
than apathogenic ones. Almost all yeast colonies were stained by the dyes con- 
tained in the agar mediums. Several species of Ascomyces, particularly Saccharo- 
myces, formed asci on agar mediums to which certain dyes were added. 


LocaL ConpiT1Ions FaAvorinc CutTANgeous Diseases. K. Kitamura, Jap. J. 
Dermat. & Urol. 45:139 (June) 1939. 


The author reports results of observations and experiments made at his clinic. 
By means of pharmacodynamic tests it was found that the flexor surfaces of the 
extremities show a greater hydrophilic, vasomotor and lymphagogue reactivity 
than the extensor surfaces. The flexor surfaces show greater readiness to 
manifest pathologic changes than the extensor surfaces. The metameric cutaneous 
reaction according to Leszczynski-Tomanek was confirmed. It consists in increase 
in intensity and rapidity of reaction in a certain cutaneous area by preceding 
irritation of a corresponding area. This was particularly noticed in the wheal 
produced by histamine. Of interest are also the following clinical observations : 
an eczematous lesion on a nevus which sharply stopped at the border of the nevus; 
reddening of corresponding areas on the backs of the hands and of a certain area 
of the left side of the neck in recurrent attacks of neuralgic pain in the right 
mandible following extraction of a tooth, which took place four years previously, 
and limitation of bullous formation to the pigmented areas in a case of incon- 
tinentia pigmenti Bloch-Sulzberger. 


DERMATITIS LineaRIs. S. Huse, Jap. J. Dermat. & Urol. 45:145 (June) 1939. 


The author has observed in the past ten years 569 cases of linear dermatitis, 
which is produced by an insect, Paedrus idae. The greatest incidence of cases 
is observed in July. The favorite location is the face (49 per cent) and the neck 
(22 per cent). The eruption is produced by a poisonous substance contained in 
the insect and liberated when the person crushes the insect on his skin. Ophthal- 
mologists have reported 86 cases of ocular irritation due to the same insect. The 
poisonous substance is similar to cantharidin. Broom, New York. 
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Light-Sensitive Dermatosis. Presented by Dr. J. LAMAR CALLaway, Dur- 

ham, N. C. 

S. R., a white man aged 28, a tobacco worker, presents on the face and 
dorsum of each hand filiform, verruca-like lesions with a translucent appearance, 
not unlike adenoma sebaceum. When the lesions are exposed to sunlight a severe 
erythema develops in a few minutes. He is prevented from swimming, playing 
tennis or engaging in activities that require him to be in the sunshine. A general 
physical examination gave normal results. Blood counts were normal, and sero- 
logic tests for syphilis gave negative results. Studies showed decided sensitivity 
to light. Coproporphyrin I in the urine measured 0.4960 mg. 


DISCUSSION 

Dr. L. W. Kertron, Baltimore: One could not interpret this condition other 
than as a peculiar response on the part of this patient to stimulation. Undoubt- 
edly he is light sensitive. The response is somewhat like that in cases of the 
old so-called dermatitis vegetans. It could not be classified as a nevoid response. 

Dr. Francis A. ELtis, Baltimore: Why could not the condition be both? 

Dr. L. W. Ketron, Baltimore: Perhaps there is some keloid tissue produc- 
ing a nodule. 

Dr. L. K. McCratcuir, Washington, D. C.: Although this case is not a 
typical one, the diagnosis of helioderma should be considered. 

Dr. RuBEN GoopMAN, Washington, D. C.: Is there any relation to the light 
sensitivity in this patient and that seen in patients with pellagra? 

Dr. J. Lamar Cattaway, Durham, N. C.: In spite of large doses of nico- 
tinic acid the patient becomes sunburned as readily as before. The copropor- 
phyrin I content was increased during nicotinic acid therapy. 

Dr. H. HAnrorp Hopkins, Baltimore: Last year I had a patient with light 
sensitivity who was desensitized by gradual exposure to light. The dosage was 
increased one or two minutes daily until desensitization was complete. 

Dr. J. LAMAR CALLAWAY, Durham, N. C.: This therapy has been tried, and 
although his tolerance to light increased, it was not sufficient to be of practical 
value. 


Erythroplasia of Queyrat. Presented by Dr. J. Lamar Carraway, Dur- 
ham, N. C. 


This 27 year old white man presents on the glans penis an annular, infiltrated, 
erythematous patch with a mildly papular border. The lesion has been present 
for about one year and when first seen appeared to be lichen planus. There was 
no response to therapy with intramuscular injections of a bismuth compound or 
with filtered roentgen rays. Dr. Fred Weidman examined the histologic section 
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and stated that the changes were consistent with those of erythroplasia of 
Queyrat. 
DISCUSSION 

Dr. Puitie Nippert (by invitation), Atlanta, Ga.: I saw this patient about 
two months ago. Since that time the lesion on the penis has increased in size, 
and clinically it is suggestive of erythroplasia. 

Dr. LEE McCartuy, Washington, D. C.: I think one must guard against 
making a diagnosis of erythroplasia in the case of a man so young. I saw 
many patients with erythroplasia of Queyrat in France, but all of them were 
older men. I should consider psoriasis rather than erythroplasia. If the biopsy 
specimen were taken after roentgen therapy, one would observe these changes. 
The lesion should not be treated but should be observed. 

Dr. ApdoLPH ROosTENBERG, Washington, D. C.: The most probable diagnosis 
is a drug eruption. I have seen several patients with lesions similar to this due 
to drugs. The drug does not necessarily have to be taken internally. It may 
be by continued contact absorption. I have a patient who had a drug eruption 
due to a contraceptive preparation used by his wife. 

Dr. L. W. Ketron, Baltimore: I believe that the condition is psoriasis or 
seborrheic dermatitis. 

Dr. FRANK J. EICHENLAUB, Washington, D. C.: Histologically it resembles 
psoriasis more than anything else. 


Exfoliative Dermatitis (Psoriasis). Presented by Dr. MicHaret Botus (by 

invitation), Raleigh, N. C. 

W. G., a Negro aged 45, presents a universal exfoliating dermatitis. The 
eruption began in 1926, at which time he was treated with chrysarobin ointment. 
He has had yearly exacerbations. This last time the exacerbation was severe 
and was followed by generalized exfoliation. General physical examination, urin- 
alysis and studies of the blood have given normal results. Following the sug- 
gestion of Dr. Raymond Tice, I am giving him weekly injections of 0.5 cc. of 
alum-precipitated diphtheria toxoid. 

DISCUSSION 

Dr. Harry M. Ropinson Sr., Baltimore: I have used only phenolized olive 
oil in similar cases, and the lesions of some patients have responded well. I 
have never heard of using diphtheria toxoid. I also have given doses of vitamin D, 
as high as 300,000 units per day. In some patients eruptions respond to treatment 
with vitamin D, but in many they recur when the administration of vitamin D is 
discontinued. 

Dr. L. K. McCratcuiz, Washington, D. C.: Is there not some danger in 
giving such tremendous doses of vitamin D? 

Dr. Harry Roprnson Sr., Baltimore: Yes, there is, but if one watches 
the blood calcium value one can guard against bad results. Some patients com- 
plain of polyuria and dysuria and have to discontinue taking vitamin D. I believe 
that if one watched the blood calcium and found no rise above 12 mg. per hundred 
cubic centimeters one could continue the therapy. Of course, the effects that 
this type of therapy will have later, such as arteriosclerosis, are not known. 

Dr. J. W. ANpERSON, Norfolk, Va.: It seems to me that the use of diphtheria 
toxoid therapy is getting back to the old form of therapy with injections of 
protein, such as typhoid vaccine and boiled milk. 


Leukoderma Aquisitum Centrifugum. Presented by Dr. J. LAMAR CALLAWAY, 
Durham, N. C. 


A. Y., a white man aged 27, presents several discrete, oval, deeply pigmented 
macules scattered over the body and extremities. In the center of each of these 
is a small brown nevus. The results of general physical examination and studies 
of the blood were normal. 
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DISCUSSION 


Dr. I. L. SANDLER, Washington, D. C.: Do you actually find the nevus cells 
in the central lesion, and do the nevus cells disappear as the lesion extends 
peripherally ? 

Dr. J. LAMAR CaLLtaway, Durham, N.C.: Yes, the nevus cells are localized 
in the pigmented area. The surrounding vitiliginous areas appear normal except 
for absence of pigment. 

Dr. J. E. Gatety, Baltimore: The question of treatment is interesting. In 
removing the nevi, the vitiliginous portion should also be removed. Whether 
or not lesions with hairs in them should be removed is questionable but important. 


Multiple Benign Cystic Epithelioma. Presented by Dr. J. LAMAR CALLAway, 
Durham, N.C. 


Case 1.—Mrs. I. H., a white woman aged 22, presents discrete translucent 
papules scattered over the entire face. The lesions vary in size from that of a 
pinhead to that of a pea and have been present since puberty. General physical 
examination and routine studies of the blood show no abnormalities. 

Case 2.—T. R., a Negro aged 25, presents numerous, small, nontender pea- 
sized to grape-sized nodules on the face and scalp, which are most numerous 
lateral to the nares and upper lip and less numerous on the outer portions of 
the face and scalp. The results of general physical examination and studies of 
the blood were normal. 

DISCUSSION 

Dr. L. W. Ketron, Baltimore: In spite of the fact that these tumors are 
supposed to be fairly common, a patient has not been seen in many years in 
whom there were multiple lesions and a history of the disease occurring in several 
members of the family. Single tumors are seen and are sent to the laboratory 
from our clinic and other clinics, and the patients give a history of multiple benign 
cystic epithelioma. They are not exactly the same lesion from the standpoint of 
heredity and multiplicity. The picture shows, of course, the rudimentary follicles. 


Sarcoid. Presented by Dr. Vince MoseELy (by invitation), Durham, N. C. 


B. M., a Negress aged 33, presents firm discrete papules and nodules over the 
entire skin, mostly on the nose, eyelids, neck, forearms, groin and buttocks. The 
lesions about the eyes appear particularly translucent. 

Urinalyses showed slight albuminuria and hematuria. There is mild anemia, 
and the differential count showed 10 per cent eosinophils. The sedimentation 
rate was 34 mm. per hour. Chemical examination of the blood showed calcium 
10.2 mg., phosphorus 3.6 mg. and total protein 8.8 Gm. per hundred cubic centi- 
meters, with 2.8 Gm. serum albumin and 6 Gm. serum globulin per hundred cubic 
centimeters, and an albumin-globulin ratio of 0.47. The cholesterol amounted 
to 133 mg. and the phosphatase to 7.3 Bodansky units per hundred cubic centi- 
meters. Intradermal tuberculin, Frei and brucellergen tests gave negative results. 
Nickerson antigen and various tests for fungi gave negative results. Serologic 
tests for syphilis gave positive results. Roentgenograms of the lungs showed 
widespread small infiltrated areas on both sides. Roentgenograms of the bones 
of the hands and feet showed no abnormalities. 


DISCUSSION 


Dr. Vince Mosety (by invitation), Durham, N. C.: Dr. George Harrell, of 
the department of medicine, Duke Hospital, has done some interesting work on 
the biood chemistry of patients with sarcoid. In all of them he found the serum 
globulin content elevated. He also found the calcium to be somewhat increased 
in nearly all the cases but no rise in the phosphorus content. The phosphatase 
value was increased. With the bilirubin tolerance test he found some evidence of 
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iepatic damage. There was no relation between the rise in the calcium content 
1 in the phosphatase content and the presence of “cysts” in the bone. In many 
ases in which there were no demonstrable “cysts” the phosphatase content was 
increased, Also in several examinations of the urine, protein similar to the Bence 
Jones variety has been demonstrated. 

Dr. L. K. McCratcuir, Washington, D. C.: I should like to have some- 
hody explain the differnce between the ulcerative and the necrotic type. 

Dr. L. W. Ketron, Baltimore: The clinical picture in this case seems to me 
to be typical of cystic tuberculosis. 

Dr. AnpoLPH ROSTENBERG, Washington, D. C.: I think the laboratory findings 
are consistent if Schaumann’s views are accepted. He claims that all sarcoids 
are tuberculous and that there is replacement of bone in all sarcoids, whether 
ir not involvement is detectable by roentgen rays. He says that all the tissues 
may be affected; for example, if the tonsils are removed, microscopic examination 
will show the changes of sarcoid. 

Dr. Francis A. Ettis, Baltimore: This case illustrates many interesting 
features. There has been a tendency among certain physicians, especially intern- 
ists, to get away from the use of the word sarcoid and to regard this disease 
as a nonulcerative type of tuberculosis peculiar to the American Negro. 

Dr. H. HANnrorp Hopkins, Baltimore: There is no caseation. 

Dr. Francis A. Ettis: That is correct. The section shows the typical histo- 
logic changes of sarcoid. The fact that the roentgenograms were normal does 
not prove that there was no bony involvement. Twenty-five years ago, in 1914, 
Schaumann first pointed out that sarcoid was a generalized and not simply a 
cutaneous disease. The word “cystic” is of course inexact. The term was 
abandoned in 1920, when histologic studies clearly demonstrated that the bony 
lesion was never a cyst in any sense of the term but that it was a replacement 
by solid tuberculoid tissue. Further, many of the American authors, particularly 
surgeons and orthopedists, have described cystic tuberculosis of the bones as 
Jiingling’s osteitis multiplex cystoides. 

Dr. RussEL_t Fietp, Washington, D. C.: I have had 1 or 2 patients with 
extensive sarcoids who responded well to treatment with chaulmoogra oil. 

Dr. Harry M. Rostnson, Baltimore: I should not place too much hope in 
the chaulmoogra oil. A patient whom I treated with it at the University Hospital 
was not benefited. 

Dr. J. Lamar CaLtaway, Durham, N. C.: While at the University of Penn- 
sylvania, I had occasion to treat 5 patients with Boeck’s sarcoid with chaulmoogra 
oil and chaulmoogra oil esters (chaulmesterol). None showed improvement. 

Dr. Russe_t Frietp, Washington, D. C.: One other remedy I used was 
acetarsone. Perhaps that accounted for the improvement. 

Dr. H. Hanrorp Hopkins, Baltimore: Perhaps owing to the fact that 
sarcoid is a form of tuberculosts, other manifestations of tuberculosis may occur. 
I think in this case it would be interesting to study the composite picture of the 
ulcerative lesions to see if they are the typical sarcoid lesions. Possibly the lesions 
are not benign ulcerative tuberculosis or caseous tuberculosis but tuberculosis in 
more than one form. 


Granuloma Annulare. Presented by Dr. J. M. Hitcn, Raleigh, N. C. 


‘Mrs. A. A., a white woman aged 54, was first seen by Dr. E. R. Tyler about 
two years ago, at which time the diagnosis of granuloma annulare was made. 
At that time she received five and one-half “erythema doses” of roentgen 
radiation and a salicylic acid ointment. On the extensor aspects of the left first, 
second and third fingers are several densely infiltrated annular lesions with 
depressed centers. The borders of the majority of the lesions form complete 
rings, while those of others are segments of circles. 
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DISCUSSION 

Dr. J. M. Hitcnu, Raleigh, N. C.: This patient was presented in order to 
determine whether the members agree with the histologic diagnosis. I also 
considered the diagnosis of erythema annular centrifugum. I should like to hear 
Dr. Tyler’s opinion. 

Dr. E. R. TyLer (by invitation), Durham, N. C.: I saw this patient several 
years ago. With roentgen ray therapy and mild salicylic acid ointment, the 
condition cleared up in six to eight months. Incidentally, the roentgen ray 
treatment listed here was not administered to the same lesion but was given to 
different lesions. 

Dr. M. H. GoopMan, Baltimore: This case is not one of granuloma annulare: 
because of the age of the patient and other factors, I think it is a case of 
erythema elevatum diutinum of the so-called Weidman-Besancon type. As | 
recall, there are two types. I was helped in reaching this conclusion by the fact 
that in this case there is a circular lesion on the right hand which is a peculiar 
dusky purplish red, suggesting a drug eruption. The age of this patient and the 
histologic changes should place this case in the category with those of erythema 
elevatum diutinum. 

Dr. L. W. Ketron, Baltimore: The diagnosis of erythma elevatum diutinum, 
as a matter of fact, is the correct histologic diagnosis. [I think, clinically the 
condition resembles granuloma annulare. The section is just a little bit torn and 
thin. If it were thicker and if one had a chance to see the typical deeper struc- 
tures, one might think of granuloma annulare. 

Dr. Francis A. Extis, Baltimore: I think that the condition is granuloma 
annulare. There is some tendency to palisading. The section besides being cut 
too thin has been kept in a strong fixative too long. 


Keratosis Follicularis. Presented by Dr. JosepH A. Exttiorr and Dr. Davin 
G. WELTON (by invitation), Charlotte, N. C. 


F. C., a white woman aged 29, presents widespread keratosis, most prominent 
on the hands and feet but involving also the trunk, where the keratosis is follicular 
and gives a nutmeg grater effect. The lesion is distributed also over the arms 
and legs. The palms and soles are beefy red and greatly thickened, and she is 
unable to close her hands. The hyperkeratosis involves the nail beds, so that 
there are no finger or toe nails. Hair is lacking except on the scalp and in the 
axillas. Recently papulopustular lesions have appeared on the back. The calcium 
content of the blood was normal, and serologic tests for syphilis gave negative 
results. General physical examination gave essentially normal results. Histo- 
logic examination showed findings typical of Darier’s disease. Treatment has 
consisted of roentgen therapy, gold sodium thiosulfate, strong keratolytics and 
many local applications. 

DISCUSSION 

Dr. Davy G. Wetton, Charlotte, N. C.: This patient is presented for sug- 
gestions as to therapy. She was treated by Dr. Kirby-Smith about six years ago. 
She has had no roentgen therapy except to the lesion on the hand, which by 
far is the most painful. On one occasion I anesthetized her ankle with procaine 
hydrochloride and attempted to curet away the area of keratosis. This treatment 
was not successful. 

Dr. Lee McCartuy, Washington, D. C.: I have never observed or heard 
of a case in which there was so much destruction of the hair. The patient says 
that it has been destroyed since she was 2 years old, but it appears to me as 
though Darier’s disease had not involved the entire scalp. 

Dr. H. Hanrorp Hopxtns, Baltimore: This patient shows deformity about 
her mouth which is highly suggestive of rhagades or syphilitic lesions. Another 
interesting feature is that she has a fresh blister on one ankle. Pels and Good- 
man called attention to this in cases of Darier’s disease (Pels, I. R., and Good- 
man, M. H.: Criteria for the Histologic Diagnosis of Keratosis Follicularis 
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|Darier]: Report of Case with Vesiculation, ArcH. Dermat. & SypH. 39:438 
|March] 1939). 

Dr. Harry N. Roprinson Sr., Baltimore: Suggestions as to therapy were 
asked for. I am not at all in favor of using a gold compound or any of the 
other more or less potential poisons. One must be careful, because in spite of 
the fact that the patient has a disfiguring eruption, the roentgen rays can cause 
somewhat more dangerous lesions. I doubt if anything can be done with much 
assurance of results. 

Dr. I. L. SANDLER, Washington, D. C.: Since some patients with pemphigus 
have been reported to have been benefited by treatment with tremendous doses of 
vitamins A and D, I think it might be worth while to give this patient such treat- 
ment. Since Dr. Goodman has reported cases of Darier’s disease in which the 
condition is bullous, and since another bullous disease (pemphigus) responds to 
treatment with germanin, it might be worth while to try this drug, although it 
is highly toxic. 

Dr. FRANK J. EICHENLAUB, Washington, D. C.: I should like to defend the 
roentgen ray treatment of this disease. A patient whom I treated fifteen years 
ago with roentgen rays remained well for thirteen years but has now had a relapse. 
It seems to me that if one can give a patient relief from his disease for that length 
of time, the treatment is well worth while. 

Dr. JAMES R. ALLISON (by invitation), Columbia, S. C.: I should like to 
make suggestions in regard to the vitamins. I have given large doses of vitamins 
A and B. I think probably vitamin D is worth while. This patient has had much 
roentgen therapy. I should like to ask Dr. Eichenlaub if he thinks it is worth 
while to give her more roentgen therapy. 

Dr. FRANK J. EICHENLAUB, Washington, D. C.: I do not know. If she has 
had as many as four erythema doses, that is enough. 


A Case for Diagnosis (Seborrheic Eczema? Familial?). Presented by 
Dr. J. M. Hitcnu, Raleigh, N. C. 


Mrs. M. S., a white woman aged 26, presents a scaly, greasy dermatitis on 
the scalp, face, axillas, breasts and groins. This has been present since early 
childhood, and about 13 members of her family are similarly affected. The results 
of urinalysis and of routine studies of the blood were negative. Treatment (of 
this patient and of other members of the family) has consisted of local medication 
and physical therapy, without permanent improvement. This case is presented 
because of the familial character and for therapeutic suggestions. (The detailed 
report on the family will be published later.) 


DISCUSSION 


Dr. JosepH M. Hirtcu, Raleigh, N. C.: Unfortunately only the 1 patient was 
seen before the meeting. The case is open for discussion, and I am perfectly 
willing to change the diagnosis. Dr. Sullivan and others think that the condition 
is Darier’s disease. I should like to hear your views. 


Dr. Lee McCartuy, Washington, D. C.: I think the condition is Darier’s 
disease. 


Dr. Francis A. Exttis, Baltimore: I think the condition is Darier’s disease. 

Dr. L. W. Kertron, Baltimore: The microscopic sections showed nothing 
particularly diagnostic. I should like to emphasize, however, that sections of 
Darier’s disease in certain stages do not always show the typical changes. The 
first biopsy specimen from a patient in Baltimore showed no changes. The second 
section was characteristic. When the lesions begin to dry out, one is not likely 
to find the specific cleavage which is diagnostic of the disease. A familial history 
is unusual. I think the diagnosis is Darier’s disease, although it could not be 
made from the sections. I suggest that another specimen be obtained, from one 
of the new lesions which shows no crusting. 
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Dr. Maurice SULLIVAN, Baltimore: Dr. Goodman (Goodman, M. H.: Familial 
Benign Pemphigus, Arch Dermat. & Sypu. 40:273 [Aug.] 1939) recently 
expressed the opinion that the disease described by Hailey and Hailey (Hailey, H., 
and Hailey, H.: Familial Benign Chronic Pemphigus, Arcu. Dermat. & Sypu. 
39:679 [April] 1939) under the title benign familial pemphigus was Darier’s dis- 
ease. A thorough examination and report of this family would be timely and, no 
doubt, would lend support to Dr. Goodman’s contentions. 

Dr. M. H. GoopMAn, Baltimore: Darier’s disease is prone to have a seborrheic 
distribution. There is another factor occasionally found in cases of Darier’s 
disease, that is, the tendency of the skin to present lesions in the manner of a 
K6ébner phenomenon at sites of injury, similar for example to psoriasis. If one 
bears this in mind, I think it will help in the future to differentiate Darier’s disease. 

Dr. Francis A. Exits, Baltimore: The patient to whom Dr. Ketron referred 
was first seen by me with what seemed to be a dermatitis on the back of the neck. 
The patient said that the condition recurred every time she wore a sweater and 
also that it occurred in cold weather. A specimen for biopsy was secured from 
the axillary lesion. Dr. Ketron said the diagnosis was incorrect. More sections 
from the same block were made, without additional information. Moist lesions 
developed on the back of the neck, and histologic examination of tissue from the 
neck showed typical changes of keratosis follicularis. 


A Case for Diagnosis (Verrucous Nevus of the Groin, Hands and Feet). 
Presented by Dr. J. M. Hitcu, Raleigh, N. C. 


O. M., a white man aged 25, presents in the groin and over the dorsum of both 
feet and hands a decidedly thickened, inelastic peculiar “pigskin-type” dermatosis. 
In some areas, particularly over the knuckles and dorsa of the feet, the dermatosis 
suggests juvenile warts. Routine physical examination and laboratory studies 
gave essentially negative results. 

DISCUSSION 

Dr. J. M. Hitcu, Raleigh, N. C.: This case is presented for classification. 
I thought the lesion was congenital. 

Dr. MAvuRICE SULLIVAN, Baltimore: The lesion has a striking resemblance 
to epidermodysplasia verruciformis, of Lewandowsky and Lutz. Histologically 
there are dyskeratosis and the peculiar vacuolated cells found in the lesion of 
epidermodysplasia verruciformis. This condition is not a nevus but a dyskeratosis. 

Dr. Francis A. Ettis, Baltimore: Dr. Maurice Sullivan is wrong in saying 
that this condition is not a nevus. Epidermodysplasia verruciformis belongs in the 
category of nevi. There are abnormal changes in the epidermal cells. There is 
some disintegration of the nuclear material. The condition may be epidermodys- 
plasia verruciformis, but I should prefer to study the section further before making 
a final diagnosis. 





LOS ANGELES DERMATOLOGICAL SOCIETY 
Curis HAtioran, M.D., Chairman 
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A Case for Diagnosis (Lichenoid Eruption Due to Bismuth). Presented 
by Dr. Irvinc BANCROFT. 


O. D. B., a man aged 59, has been receiving intramuscular injections of a 
bismuth compound intermittently since May 1938. Since May 1939 the bismuth 
treatments have been given at weekly intervals. The history reveals that he 





SOCIETY TRANSACTIONS 357 


bruised his anterior tibial regions in October 1938. This trauma resulted in the 
appearance of persistent erythematous areas that were apparently due to circu- 
latory impairment. About three weeks ago numerous small, nonpruritic macules 
and papules appeared on the legs and buttocks. 

Examination shows diffuse erythematous plaques located on the anterior tibial 
regions. Small red papules and macules, 1 mm. to 3 mm. in diameter, cover the 
legs and buttocks. Some of the papules are flat topped and resemble lichen planus 
papules. The Wassermann reaction of the blood was positive in May 1938 and 
in May 1939. 

DISCUSSION 

Dr. SAMUEL Ayres JrR.: Any one seeing the patient clinically, without any 
reference to the history, would make an unqualified diagnosis of lichen planus. 
One feature which is a little against this diagnosis is the absence of itching. 
I think that undoubtedly some lichenoid eruptions are due to bismuth. 

Dr. Irvinc BANcRortT: It seems to me that this man has a thyroid deficiency 
and low blood pressure, which would indicate the presence of some glandular 
disturbance. He is receiving thyroid medication at present. 

Dr. SAut S. Ropinson: This patient has lichen-planus-like lesions on the 
buccal mucosae, which may be in favor of a diagnosis of lichen planus. 

Dr. Curis R. HaArtoran: At the sixty-eighth annual meeting of the 
California Medical Association in Del Monte, Calif.. May 1 to 4, 1939, Dr. 
Bancroft and I presented a study of 20 cases of pigmented eruptions occurring 
in patients receiving arsenicals and bismuth preparations in the treatment of 
syphilis. Clinically and histologically the lesions presented by patients in this 
study were often indistinguishable from lichen planus. A few patients also pre- 
sented lesions on the mucous membrane of the mouth that were indistinguishable 
from those of lichen planus. 


Chronic Inflammatory Ulcer of the Leg. Treatment with Sulfanilamide 
Ointment. Presented by Dr. H. C. L. Lrnpsay. 

J. N., a white girl aged 16, states that in May 1939 she was bitten by an insect 
on the right leg. An ulcer developed several days later at the site of the bite. 
The ulcer appeared on the medial right tibial surface as a dime-sized lesion that 
rapidly increased in size until it reached 6 inches (15 cm.) in diameter. 

Examination reveals an oval bluish purple pigmented lesion with a circular 
margin on the inner aspect of the right tibial region. The lesion is 6 inches 
(15 cm.) in length and 4 inches (10 cm.) in width. 

Examination of the blood showed 97 per cent hemoglobin and 5,430,000 erythro- 
cytes and 11,450 leukocytes per cubic millimeter. The Wassermann and Kahn 
reactions of the blood were negative. The urine was normal. Cultures made 
from the lesion revealed a growth of Staphylococcus aureus and Streptococcus 
haemolyticus. The histologic examination showed granulation tissue and fibro- 
purulent exudate. The tissue was widely infiltrated with polymorphonuclear leuko- 
cytes. The histologic diagnosis was suppurative inflammation. 

The treatment consisted of the local application of an ointment composed of 
chloral hydrate 5 grains (0.32 Gm.), powdered sulfanilamide 2 drachms (7.8 Gm.), 
paste of zinc oxide N. F. (Lassar’s paste with 10 Gm. of naftalan) 1 ounce 
(31 Gm.). The ulcer healed in one week after the application of this ointment. 


DISCUSSION 
Dr. SAMUEL Ayres Jr.: It is unfortunate that a photograph of the original 


condition was not taken. This report appears to be a distinct contribution to the 
treatment of these chronic ulcers. I understand that this lesion has been present 
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for two months. I have also seen chronic streptococcic ulcers healed by admin- 
istration of sulfanilamide by mouth. 

Dr. SUTHERLAND CAMPBELL: I doubt that this condition was a true ulcer, 
for the simple reason that there is no atrophy. I do not know of any true ulcers 
of the skin that can heal without true atrophy. There may be a loss of epithelium 
which simulates an ulcer and which some dermatologists speak of as exulceration. 
It is difficult for me to conceive that this is what one would call a true ulcer of 
the skin, if one is going to have any true morphologic identity in mind in speaking 
of an ulcer. 

Dr. H. C. L. Linpsay: For the last few years I have been treating scars 
and improving their appearance so that the average person cannot see where they 
have existed. I presented good illustrations of scar improvement at the last annual 
meeting of the California Medical Association, in Del Monte (Lindsay, H. C. L.: 
Improvements in Appearances of Scars by Physiotherapy, Urol. & Cutan. Rev. 
32:783 [Dec.)] 1928). Fungi were searched for microscopically. In this case 
hemolytic streptococcus was found by cultures to be the causative factor produc- 
ing the ulcer on the leg. The ulcer improved about 30 per cent the first night the 
sulfanilamide ointment was used on it. 

Dr. Curis R. HALLorAN: At the Los Angeles County Hospital I have been 
using sulfanilamide locally in the treatment of chronic ulcers for the past few 
years. The drug may be put up in a 10 per cent paste, using mild paste of resor- 
cinol as a base, or in powder form (10 per cent sulfanilamide in aluminum 
hydroxide). The rapidity with which healing takes place is often remarkable. 
However, in an occasional case a local sensitivity to the drug will develop after 
a few weeks of use. 


Arsenoresistant Syphilis. Presented by Dr. Netson PAuL ANDERSON. 


E. Q., a white woman aged 34, noted a “pimple” on her face during the early 


months of 1936. She squeezed the lesion and shortly afterward was given ultra- 
violet irradiation by a physician. Considerable erythema and desquamation occurred 
on the face and neck after the treatment. When the reaction subsided the skin 
did not assume a normal appearance. Numerous flat, round to ovoid, erythematous 
plaques, with central depressions and elevated, scaling borders, remained. At this 
time the Wassermarn reaction of the blood was found to be strongly positive. 
She received two intravenous administrations of an arsenical preparation, and 
therapy was then discontinued for seven or eight months. The Wassermann 
reaction was still strongly positive at this time. Six intravenous injections of 
neoarsphenamine (0.45 Gm. to 0.60 Gm. each) were then given, without any 
change in the lesions except that after each injection the affected areas became 
larger and more erythematous. Her physician then administered thio-bismol once 
weekly, but the preparation also failed to cause regression of the lesions. I first 
examined the patient on Aug. 6, 1937, and a diagnosis of arsenoresistant syphilis 
was made. She received combined arsenic and bismuth therapy, consisting of an 
arsenical twice weekly and a bismuth compound once weekly. One month after 
starting the combined therapy all the cutaneous lesions were less elevated and 
were definitely annular. Antisyphilitic therapy was continued until April 26, 1938, 
and the lesions on the forehead, right cheek and forearm disappeared. 

When the patient was previously presented before the Los Angeles Dermato- 
logical Society in May 1938 (Arcu. Dermat. & Sypu. 37:900 [May] 1938), the 
consensus regarding the diagnosis was that the condition was lupus erythematosus. 
Although the histologic examination at that time was not suggestive of lupus 
erythematosus and although no improvement resulted from bismuth therapy, the 
patient was given ten or twelve weekly administrations of gold sodium thiosulfate, 
also without benefit. Malarial therapy was then advised, but because the patient 
was unable to make arrangements for hospitalization she was given eight to twelve 
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intravenous injections of typhoid vaccine, resulting in constitutional reactions but 
without any beneficial change in the cutaneous lesions. 

On Sept. 1, 1939, the patient entered the Los Angeles General Hospital to 
receive malarial therapy. The diagnosis of lupus erythematosus was again made. 
A second histologic examination failed to suggest lupus erythematosus; the pic- 
ture was more suggestive of a syphilitic lesion. Staining for spirochetes in tissue 
gave negative results. The Wassermann reactions of the blood and spinal fluid at 
this time were strongly positive. The dermatologic lesions consisted of large 
maculopapular plaques on the temporal areas extending laterally to the external 
canthi of the eyes, plaques on the right malar region adjacent to the mouth com- 
missure, involvement of the right side of the upper lip and the vermilion border 
and involvement of the lateral aspect of the neck below and posterior to the ears. 
An atrophic scar was on the left side of the mouth. 

From September 19 to October 11 the patient had ten malarial paroxysms, 
totaling forty-one and one-half hours of pyrexia with a temperature of 103 F. 
After the third paroxysm the contaneous lesions began to disappear. Only a few 
lesions remained after the sixth paroxysm. 

The patient was presented to demonstrate, first, the value of malarial therapy 
in cases of arsenoresistant syphilis, second, the mechanism of the production of 
arsenoresistant syphilitic therapy, especially with the arsenicals, and third, the well 
known fact that arsenoresistant syphilis may give rise to lesions simulating other 
dermatologic entities, especially psoriasis and lupus erythematosus. 


DISCUSSION 


Dr. IrvinG BANcRoFT: The scars might be those of lupus erythematosus or 
syphilis. 

Dr. H. C. L. Linpsay: That type of scar can be removed easily by a com- 
bination of freezing with solid carbon dioxide and the use of intensive ultraviolet 


radiation from a water-cooled quartz mercury vapor arc lamp. Care should be 
taken in selecting cases. Patients with lowered tissue vitality, especially from 
syphilis, should have their condition improved before this method is used. Healing 
is apt to be slow and antisyphilitic treatment should continue during the healing 
stage. 

Dr. C. RussELt ANDERSON: I saw this patient in the wards of the Los Angeles 
County General Hospital just before she was inoculated with malaria. She had 
chronic discoid lupus erythematosus and certainly not a syphilid. The response 
to malarial treatment has been phenomenal. I recall a patient with treatment- 
resistant chronic discoid lupus erythematosus of the face, whose eruption almost 
completely disappeared during an attack of varicella. Since that time I have 
been using intramuscular injections of whole blood and of boiled milk as non- 
specific measures, often with gratifying results. 

Dr. Netson Paut ANnpberRson: I thought this case was interesting because it 
had been presented before. At that time all the members except myself agreed it 
was a case of lupus erythematosus, and some still seem to require conversion. 
With regard to nonspecific measures, I am inclined to believe that any lupus 
erythematosus that was so extensive would not have melted away as in this case. 
Furthermore, this patient had a series of at least a dozen intravenous injections 
of typhoid vaccine, together with a separate series of injections of a gold com- 
round, without the slightest change in the cutaneous condition being effected. 
There is nothing in the several separate microscopic sections that would support 
a histologic diagnosis of lupus erythematosus. Finally, the complete disappearance 
of the eruption after the third malarial paroxysm is additional evidence that the 
cutaneous condition was a syphilid. 
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Adie’s Syndrome: Pseudo Argyll Robertson Pupil. Presented by Dr. Ben 
A. NEWMAN (by invitation) and Dr. Harry P, JAcopson. 


Miss L. L., aged 23, during a routine physical examination several months 
previously, was found to have unequal and irregular pupils, which failed to react 
to light but reacted in accommodation. The medical and neurologic examinations 
gave otherwise normal results. Repeated examinations of the blood serum for 
syphilis gave negative results, and the spinal fluid was normal. She was referred 
to the dermatologic clinic for an examination and treatment for syphilis. 

Examination revealed that the left pupil was dilated and oval. It failed to 
contract on stimulation by light either directly or consensually but contracted 
promptly in convergence, with slow dilation thereafter. The right pupil was fixed 
and failed to react either to light or in accommodation. The condition was con- 
sidered to be congenital miosis. Reexamination several days later showed the 
left pupil to vary in size. The patient has no other signs or stigmas of syphilis. 
The tendon reflexes are variable. The patellar reflex was absent on the right 
leg and present on the left. 

DISCUSSION 

Dr. WALTER SCHWARTZ (by invitation): I am glad to see a patient with 
this condition. Dermatologists and neurologists have been writing considerably 
about this disorder. All findings are negative except for the pseudo Argyll 
Robertson pupil. One would say that the pupils showed typical signs of tabes. 
I am hesitant, however, to call this condition syphilis, because of the negative 
Wassermann reaction of the blood and of the spinal fluid. The patient is too 
young to have a “burned-out” tabes of acquired syphilis. In juvenile tabes, which 
is uncommon, one certainly would expect to find a positive Wassermann reaction 
of the blood as well as other signs of congenital syphilis. I agree with the diag- 
nosis of Adie’s syndrome. 

Dr. Netson Paut ANDERSON: I have a patient, a physician, who has the 
same condition, which apparently was first. noticed after an attack of influenza 
and an infection of the upper part of the respiratory tract. I wonder if there is 
a possibility that at some time the patient presented might have had diphtheria 
and that this condition is a residual sequela. It should also be recognized that 
Argyll Robertson pupils may occur with certain tumors of the midbrain, and | 
wonder if there is anything in the history to cause consideration of this possibility. 

Dr. H. C. L. Linpsay: The paralysis may have been due to diphtheria. 
The patient stated that she had had scarlet fever, but the early symptoms of 
scarlet fever and diphtheria are occasionally confusing. At the Minturne Hos- 
pital, East Sixteenth Street, New York, patients are sometimes placed in an 
observation ward until the final diagnosis is confirmed by the results of labora- 
tory tests. 

Dr. ARTHUR FLETCHER HALL Jr.: As regards the question of an etiologic 
background, I had a roommate at medical school who presented this condition. 
He had had tuberculosis of the spine, and the pupil abnormality was never noticed 
until after a “Hibbs fusion” was performed for treatment of his spine. 

Dr. Ben A. NEWMAN (by invitation): The history did not state that the 
achilles reflexes and the right knee jerk were absent. This is the third case I 
have observed within the past year, and each patient has presented a similar 
problem, in that syphilis was diagnosed or suspected. The features of this 
syndrome are characteristic. The left pupil is more frequently involved; it is 
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dilated, not miotic; it reacts sluggishly or not at all to light or shade, and the 
-onsensual reflex is absent; it contracts rather slowly in accommodation and 
dilates slowly after the effort to converge is relaxed; it dilates promptly and 
fully in response to mydriatics, and the condition is most frequently seen in 
women. There has been no satisfactory explanation for these peculiar pupillary 
and disturbed tendon reflexes. Adie has expressed the opinion that the condi- 
tion is a disease suis generis. 


Dermatophytosis Resembling Contact Dermatitis (Cement and Tar). 
Presented by Dr. SAMUEL AyrRES JR. 


J. W. W., a gardener aged 64, has had dry and scaling hands since he was 
burned fifteen years ago. He has not, however, considered this old burn to have 
en etiologic relation to his present illness. The patient was first examined on 
June 3, 1939, for an eruption involving the face, the arms and the ankles of one 
month’s duration. The cutaneous lesions appeared a few days after working on 
a new job handling cement, although the patient has done this type of work 
most of his life. 

The dermatologic examination, when the patient was first seen, revealed an 
eruption involving the ankles, especially above the shoe tops, and the flexor and 
extensor aspects of the wrists. The eruption was eczematized, thickened and 
scaly. A patch test with the cement handled gave a strongly positive reaction. 
The dryness and scaliness on the hands were noted at that time, but the patient 
insisted that he had had this condition for years and did not consider it a part 
of his present disability. 

The treatment consisted of fractional doses of superficial roentgen irradiation 
and local bland applications. The acute eruption subsided in about two months, 
and the patient resumed work but did not handle cement. His occupation now 
consists of working on top of a reservoir tearing off a tar paper roof. About 
three days after working with tar paper an eruption again appeared and at the 
time of his visit on October 21 consisted of diffuse erythematosquamous lesions 
involving the lower part of the face, the back, the sides of the neck and the 
ankles. The lesions are consistent with a diagnosis of contact dermatitis. <A 
patch test performed with the tar paper gave a strongly positive reaction, and 
the site was still irritated one week later. For the past five or six weeks the 
patient has received fractional doses of roentgen rays to the affected areas as 
well as bland applications. The acute eruption has apparently subsided, although 
redness and scaling have persisted about the face, neck and hands, without any 
history of further contact irritation and in spite of adequate local therapy. ‘There 
is also some dystrophy of the finger nails. 


DISCUSSION 

Dr. Irvinc R. Bancrort: I observed a case of cement sensitization that 
lasted six years. The patient came to me one day and said that red mercuric 
oxide would cure him. I procured the red mercuric oxide, and he got well after 
using it for a short time. 

Dr. SAMUEL AyrEs Jr: I am taking unfair advantage of this group for a 
particular reason. I think that sometimes one can bring out a point by with- 
holding information. This is true when one examines a patient exactly as has 
been done here tonight. Unquestionably, he has a contact dermatitis. He has 
an acute eruption and a positive reaction to cement, and I practically cleared up 
the condition except for that on his hands. I was particularly concerned with 
the acute condition. After he went to work with the tar paper there was a 
recurrence on his face and neck, with especial involvement of the ears. He was 
tested with tar paper, to which he gave a positive reaction. The dermatitis had 
improved but seems to persist. 

Yesterday, I looked at his hands, and something about the nails impressed 
me as peculiar. I took some scrapings from his hands and nails and found them 
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to be loaded with mycelium. The man has dermatophytosis of a type I have 
never seen before. I have seen eruptions due to Trichophyton purpureum but 
never on both hands and never on the face and the ears. Tonight I picked scales 
off the ears and neck, and they are also loaded with fungi. To me this case 
is a remarkable diagnostic problem. I have taken cultures, but they became 
contaminated. 


A Case for Diagnosis (Erythema Elevatum Diutinum?). Presented by 
Dr. ANKER K. JENSEN (by invitation). 

J. A. M., a man aged 52, complains of an eruption which began two years 
ago on the anterior surface of the neck as a small, circular, slightly elevated 
lesion. When the patient was first seen, on July 20, 1939, he presented a firm, 
slightly raised plaque with a rolled border on the right malar region that 
extended posteriorly behind the ear and down on the chest. He now presents 
two active areas, one on the right lateral and posterior surface of the neck the 
size of a quarter, with slightly raised borders and of doughy consistency, and a 
similar lesion the size of a dime on the left cheek. The Wassermann reaction 
of the blood was negative. Treatment consisted of 75 r of roentgen irradiation 
weekly and the local application of an ointment and a lotion. 


DISCUSSION 

Dr. Max J. Worrr: Dr. Hall has a case in which the condition belongs in 
the same category of the erythema group. 

Dr. ARTHUR FLETCHER HALL Jr.: I think that the lesion on the right side of 
the chest, if that is part of the clinical picture, looks entirely different from the 
other lesions. It is different from the lesion on the back of the neck, which | 
assume is representative of what is being presented. The lesion on the chest 
suggests ringworm. If I am correct in my idea of what the term means under 
which this case was presented, I have understood the condition to be one of the 
granuloma annulare family rather than one of the erythemas. I had also considered 
that the condition in the case that I presented under the title erythema elevatum 
perstans was not of that family but remotely related to erythema multiforme. I think 
that a histologic examination would be interesting, because the granuloma annulare 
family would probably be identified by a microscopic examination. 

Dr. H. C. L. Linpsay: If this patient has erythema multiforme, mercuric 
cyanide (4% grain [0.01 Gm.] ampule) might be injected on alternate days for a 
few doses. Mercuric cyanide acts as a specific remedy in some cases (Pennsylvania 


M. J. 33:533, 1927). 


Darier’s Disease. Presented by Dr. SAamMuEL Ayres JR. and Dr. NeLson PAu 
ANDERSON, 


B. S., a white girl aged 7 years, has had an intermittent eruption on the neck 
for the past four years. On three occasions this eruption has spontaneously dis- 
appeared, and the site apparently remained clear for about one month. The mother 
is unable to recall the conditions under which it disappeared the first two times. 
The last disappearance was in February 1939, when the child had an appendectomy. 

The examination shows a blotchy, dark brown, warty eruption on the anterior 
lateral and posterior aspects of the neck, composed of small papular lesions. A 
small comedo-like body was present in the summit of many papules. On the 
palmar surfaces, especially on the right thenar eminence, were a few scattered, 
pinhead-sized, yellow-brown, intraepidermal papules. Two similar keratotic lesions 
were on the plantar surfaces. The microscopic picture is typical of Darier’s 
disease. 

DISCUSSION 

Dr. NeELson PAaut ANbDERSON: The child was seen about six weeks ago, at 

which time a histologic examination was made and she was given 75 r of roentgen 
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radiation. The mother tonight tells me that two or three weeks after the patient 
returned home the eruption cleared, and the skin stayed clear until about two 
weeks ago. It seems unusual for Darier’s disease to present such exacerbations 
and remissions. 


A Case for Diagnosis (Lipoidosis? Necrobiosis Lipoidica Diabeticorum?). 
Presented by Dr. Max J. WotrFr. 

D. P., a Jewish housewife aged 65, has had diabetes mellitus for the past six 
or seven years. Until two years ago she had taken insulin, 5 international units 
twice daily for two years. The diabetic condition is now controlled by diet alone. 
The patient presented herself for the treatment of an eczematoid dermatitis on 
the right forearm, and during the course of a routine examination a waxy yellow, 
infiltrated plaque, 4 by 2 inches (10 by 5 cm.) in size, was discovered on the left 
lumbar region. 

The examination of the blood showed: 103 per cent hemoglobin, 5,240,000 
erythrocytes and 11,950 leukocytes per cubic millimeter, with a color index of 0.99. 
A differential count showed 55 per cent polymorphonuclear neutrophils, 50 per 
cent lymphocytes, 4 per cent monocytes and 1 per cent eosinophils. Chemical 
examination of the blood showed 128 mg. sugar and 270 mg. cholesterol per hun- 
dred cubic centimeters. The Wassermann reaction of the blood was negative. The 
urine was normal. The basal metabolic rate was + 1 per cent. 


DISCUSSION 

Dr. NeLsSonN Paut ANbeERSON: An interesting feature of this case is the 
presence of definite changes in the skin of the lower middle part of the lumbar 
region. In this area was a typical shagreen patch, which ordinarily is associated 
with adenoma sebaceum and tuberous sclerosis. It is one of the stigmas of degen- 
eration and, as far as I know, has not been described with any disease except 
Recklinghausen’s disease, adenoma sebaceum and tuberous sclerosis. As far as 
the patient can remember, she has had this patch on the left side of her back for 
her entire life. What connection this lesion has with the diabetes is problematic. 
From the histologic section, I do not believe that the condition is necrobiosis 
lipoidica diabeticorum, but undoubtedly this disease can present many different 
pictures. Nevertheless, the histologic section is peculiar, in that there is decided 
infiltration of fat cells and fatty material extending into the cutis. I think this 
condition may be a new disease entity or a known disease masquerading under 
another name. 


Curis R. HALtoran, M.D., Chairman 
Sau S. Rosrnson, M.D., Secretary 


Jan. 9, 1940 


Erythema Multiforme Limited to the Plantar and Palmar Surfaces. Pre- 
sented by Dr. Irvinc R. BANCROFT. 


H. B., aged 49, complains of an eruption on the palmar and plantar surfaces 
present since Dec. 30, 1939. He had an infection of the upper part of the respira- 
tory tract and pharyngitis for ten days preceding the eruption. The examination 
on Jan. 2, 1940 revealed bright erythematous, tender, macular lesions on the plantar 
surfaces. The feet were greatly swollen, and the patient could not wear shoes or 
walk. On January 3 the palmar surfaces also became red, swollen and _ painful. 
The lesions began to fade on January 6, but the feet are still swollen and painful 


and show some residual plantar erythema. 
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DISCUSSION 


Dr. SAMUEL Ayres Jr.: I think the condition in this case is a toxic eruptio1 
probably belonging in the erythema multiforme group following an acute infection 
of the throat. 

Dr. Irving R. Bancrort: The peculiar thing about this condition is that th 
eruption on the feet almost cleared but now lesions have suddenly appeared on the 
hands, ten days after the onset. 


Dermatitis Medicamentosa (Phenobarbital? Carbarsone?). Presented by 
Dr. H. C. L. Lrnpsay. 


C. B. W., a white woman aged 73, complains of an eruption of three months’ 
duration. The condition began with circinate, papular lesions around the waist 
and then spread to the legs, the shoulders, the arms and the face. One round 
lesion appeared on the hard palate. She had been treated for “nervousness” by 
several physicians and was receiving phenobarbital. She also received carbarson« 
(paracarbaminophenylarsenic acid) for intestinal parasites. The cutaneous lesions 
appeared first to be those of erythema multiforme, but they now appear to be a 
dermatitis exfoliativa. She has been hospitalized for the past six weeks and 
received sodium thiosulfate intravenously and autohemotherapy. The lesions have 
almost entirely disappeared, and she now presents the picture of a mild generalized 
exfoliative dermatitis. The examination of the urine for arsenic gave negative 
results. 


Psoriasis Limited to Palmar and Plantar Surfaces. Presented by Dr. 
ARTHUR FLETCHER HALL JR. 


W. F., a student aged 20, was first examined on Sept. 12, 1939, for a diffuse 
thickening and scaling of the palms and soles of two years’ duration. The lesions 
appeared at the onset on the finger tips and then gradually involved the palmar 
surface of the hand and the fingers. Similar lesions appeared on the plantar 
surfaces, especially on the pressure areas. A fine, snow white, powdery scaling is 
evident when the palms and soles are dry, especially in the natural folds of the 
hands and fingers. The patient was working with model airplane “dope” at the 
time of onset, but there has been no contact with this material for over one year. 
The condition became worse during and after a two week automobile trip but 
improved during the summer when he was sailing his boat. 

Examination of the urine gave normal results, including a Gutzeit test for 
arsenic. Culture on Sabauraud’s medium showed no growth. The histologic exam- 
ination showed considerable hyperkeratosis, areas of parakeratosis and decided 
acanthosis, with palisade arrangement of the papillae. Some round cell infiltration 
was present in the pars papillaris and the upper part of the corium. 

The patient states that he received twelve to fifteen weekly treatments with 
roentgen rays during the first year of the disease, with little benefit. Internally, 
he has been taking vitamin B complex in the form of “Galen B” for about 
nine months. There is no history of the ingestion of arsenic. He is now on a 
low fat diet and uses an ointment containing juniper tar, salicylic acid and pre- 
cipitated sulfur, equal parts, up to 1 ounce (284 cc.). Internally, he receives 
percomorph liver oil, 20 drops twice daily, and the vitamin preparation. 


DISCUSSION 

Dr. SAMUEL Ayres JR.: This case is interesting because there are so many 
examples of hyperkeratotic dermatitis involving the palms and soles which do not 
fit in with fungous disease, contact dermatitis or ordinary allergic manifestations. 
There is some toxic disturbance of undetermined nature, possibly a vitamin 
deficiency. 

Dr. WALTER SCHWARTz (by invitation): I have not seen any one being 
extremely dogmatic in diagnoses in these cases. The diagnosis of psoriasis is 
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nfrequently suggested. To support the possibility of psoriasis in this patient is 


to 


he history of a scaling lesion on a knee some time ago. I think psoriasis is 
e seriously considered. 

Dr. H. SUTHERLAND CAMPBELL: On looking at the lesions, I believed them 
o be a possible fungous infection or psoriasis. The patient mentioned that he 
iad spots on the hand that cleared up. I think that the results of histologic 
examination are conclusive in this case. I do not believe one could see such 
classic elongated papillae in any section other than one of psoriasis. 

Dr. KeNpAL Frost: I treated this boy for several weeks last year and gave 
him the roentgen irradiation referred to. His hands were irritated most of the 
time from handling ropes on his sail boat, and it was difficult to differentiate the 
various factors making up the appearance at that time. He now has a definite 
psoriasis on the plantar surfaces, and he must have had it all the time. 

Dr. ARTHUR FLETCHER HALL Jr.: Psoriasis was considered in the original 
diagnosis because of the silvery scales present on the palmar markings and on 
some areas of the feet when the skin was dry. The histologic picture seemed 
characteristic enough of psoriasis to make that diagnosis. In so far as the sailing 
is concerned, as long as he has been under my care I have found that his hands 
are better when he is out in the sunlight. When he made a two week automobile 
trip, during which he was under considerable nervous strain, the hands were worse. 
Last fall he attended college and was apparently under considerable mental 
pressure and strain from his studies. His hands got worse during that time. At 
Christmas time his family decided that he had better stop his studies and do some 
work that did not upset him, in the hope that his hands would benefit in some 
way. Since he has been working as a contractor the hands have become much 
worse, and I am at a loss as to how to treat him. He can hardly use a pencil with 
his hands. 


Pachyonychia Congenita in Mother and Daughter. Presented by Dr. 
NELSON PAuL ANDERSON. 


L. L. K. and M. L. K., mother and daughter, aged 28 years and 3 years and 
9 months, respectively, are presented for a disorder affecting all of the nails. 
The mothers’ nails have been involved since early childhood, and no benefit has 
been derived from surgical removal of the nails, radium and roentgen irradiation 
or numerous keratolytic ointments. No other relatives have a similar condition. 
The child has had the disorder since a few weeks after birth. 


The examination reveals all of the nails of both patients to be greatly thickened 
and extremely hard. The nails are apparently of normal length and width and 
become thicker at the free borders, where they measure 3 to 5 mm. in thickness. 
On the mother’s plantar surfaces are many callosities. Examination of the scalps 
of both mother and child gave normal results. 


DISCUSSION 
Dr. NELSON PAuL ANDERSON: This is the first example of pachyonychia con- 
genita that I have seen. It is certainly congenital, as one can observe the same 
changes in the nails of the daughter, although she has no changes in the mucus 
membrane or callosities on the soles. 


Keratosis Palmaris et Plantaris. Presented by Dr. FRANKLIN I. BALt. 

H. B., a nurse aged 38, is presented with her sister, M. B., aged 44, for a 
papular eruption on the palms and soles present since early childhood. The lesions 
have become more pronounced during the past two years. A third sister is also 
said to have similar lesions. 

The dermatologic examination shows numerous, scattered, split pea—sized, flat, 
hyperkeratotic papules on the palmar and plantar surfaces. 
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The examination of the urine showed a positive result of a Gutzeit test for 
arsenic in both sisters. The laboratory report states “amount greater than 1 mg. 
per liter.” A histologic examination of a section from the palm of H. B. showed 
all the cutaneous layers to be uniformly thickened, with excessive but normal 
cornification. 

DISCUSSION 

Dr. SAMUEL Ayres JR.: I think the disorder is consistent with the diagnosis 
of arsenical keratosis, even though there is no history of ingestion of arsenic, 
There is no record whether the lesions were present at birth or not. 

Dr. ARTHUR FLETCHER HALL Jr.: I was intrigued by the fact that the lesions 
looked like arsenical keratoses. Examination of the urine for arsenic gave defi- 
nitely positive results for both sisters. It seems much more than a coincidence 
that 2 sisters should have lesions which are clinically arsenical keratoses and also 
have positive reactions for arsenic in their urine. 

Dr. NELSON PAut ANDERSON: I believe that these small punctate keratoses 
are not due to arsenic. Michael, about six or seven years ago, had an interesting 
paper on this particular group of keratoses (Michael, J. C.: Keratoderma Dis- 
seminatum Palmaris et Plantaris, ARcH. Dermat. & SypuH. 27:78 [Jan.] 1933). 
The fact that these lesions came on so early in life would seem to speak for a 
congenital origin. 

Dr. H. C. L. Linpsay: This subject has been discussed before. I had ocea- 
sion to investigate the death of a patient whom I suspected to be poisoned by 
arsenic. Arsenic was found in the urine. The coroner informed me that many 
people had arsenic in their urine in this district. Two of his men had arsenic 
demonstrable in their hair, although they could not trace its source. Neither of 
the men was taking arsenic. It may be that arsenical solutions are still being 
used to spray vegetables to destroy parasites. 

Dr. FRANKLIN I. BALL: It is my opinion that although arsenic has been found 
in the urine of both sisters, these lesions are probably not due to the arsenic but 
represent the congenital form of papular keratosis. 


Carotinemia. Presented by Dr. SAMUEL Ayres JR. 

E. L., a woman aged 25, has had yellow palms and soles for six or seven years. 
The disease has been continuously present but is apparently more pronounced 
during the summer. The patient states that she ate carrots four or five times a 
week up to four years ago and has had none since. She eats ten or twelve oranges 
a day, squash about four times a week and lemons practically every day. When 
the patient was first examined, in July 1938, there was a yellowish orange dis- 
coloration of the palms and soles. The phalangeal joints were involved to a lesser 
extent. The calloused areas were more deeply pigmented. Examination of the 
scleras gave negative results. The patient was told to avoid all foods containing 
yellow pigment. She has been observed on numerous occasions since her first 
examination, and the discoloration appears to be fading. When examined tonight, 
however, the palms, the soles and the backs of the fingers still appear to be defi- 
nitely yellow and somewhat more pink than normal. 

The test for blood carotene (Johnson) gave a positive result on July 22, 1938, 
on Sept. 7, 1939 and on Jan. 9, 1940. 

DISCUSSION 

Dr. Ben A. NEwMAN (by invitation): There are two questions concerning 
this abnormal pigmentation about which I have been unable to find any satisfactory 
answers: First, why is this normal lipochrome pigment of the blood stream excreted 
through the sweat glands rather than through the sebaceous glands; and second, 
what are the local factors responsible for depositing this pigment in the epidermis? 
That there must be some local factor responsible for this deposition is obvious, 
since patients with much higher percentages of this pigment in the blood stream 
but without carotenemia are not uncommonly seen. 
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Dr. H. C. L. Linpsay: Why is carotenoid pigmentation so selective that it 
does not affect the eyes as many other pigments do? 

Dr. CLEMENT COUNTER (by invitation), Long Beach, Calif.: I think it is rather 
interesting that this woman continues to have calluses on the palms, in spite of 
the fact that she does not do housework or other manual labor. 

Dr. SAMUEL AyrES JR.: The color is more discernible if one puts one’s own 
hand beside hers. I think the pigmentation is not as pronounced as it was one 
year ago. The treatment of carotenemia, according to authorities, is to exclude 
foods that contain carotene. It is over a year since she has excluded those foods, 
and there is still a great deal of pigment present. I should like to know if any one 
has any further suggestions as to treatment. I am glad to have the suggestion of 
using thyroid medication. 


CLEVELAND DERMATOLOGICAL SOCIETY 
C. L. Baskin, M.D., President 
G. La Rocco, M.D., Secretary 
James R. Driver, M.D., Reporter 


Jan. 25, 1940 


Xanthoma Tuberosum. Presented by Dr. H. G. MIskJIAN. 


J. D., a well built, tall man in his forties, about ten years ago had several 
attacks of epigastric pain with vomiting, which were supposed to be due to 
indigestion. He had no further trouble until about six months ago, when he 
experienced some gastric distress with gas and acute pain. Roentgen examina- 
tion within the past two weeks revealed cholelithiasis. For fifteen or twenty 
years he has had tumors on his elbows and knees. He also had several tumors 
on his buttocks, but these lesions have disappeared. In 1915 he suffered from 
septicemia, the result of an “abscessed ear,’ which kept him in the hospital 
for seventy-three days. In 1934 the second and third fingers of his left hand 
were badly cut by a ripsaw. Stitches were put in. About a year later small 
tumors, thought to be keloids, began to develop on these two fingers. 

The second and third fingers of the left hand show numerous small, red 
tumors. Most of them are on the volar surface of the fingers, but there are 
also some on the dorsal surface. A few have developed in a row along the 
linear scars on the fingers. The tumors are about the size of a bean or a pea. 
By their fusion they form bright red, irregular, raised, hard masses, resembling 
keloids. Close examination, however, reveals in them small deposits of a yellow- 
ish white substance, about the size of a pinhead and often larger. 

About in the center of each palm there is a round, dime-sized, slightly raised, 
yellowish pink plaque of xanthoma. These lesions manifest perfect symmetry. 

On the knees and elbows there are characteristic tumors of xanthoma fused 
together in protruding masses, varying in size from that of a bean to that of 
a walnut. Some of them are slightly pedunculated. 

On the left buttock there are five or six slightly raised, yellowish nodules, 
approximately 1 cm. in diameter. 

The blood cholesterol was 438 mg. per hundred cubic centimeters. The urine 
gave a negative reaction for sugar. The patient refused permission for a biopsy. 


DISCUSSION 


Dr. H. G. MiskJIAN: I have presented this case, first, because it illustrates 
the association of xanthoma tumors with disease of the gallbladder. Hyper- 
cholesteremia was probably the primary factor, giving rise to the deposits in 
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the skin and perhaps later to the gallstones. The second reason for presenting 
the case is the role traumatism appears to have played in determining the locali- 
zation of deposits of cholesterol in the scars of the injured fingers. 


Dermatitis Exfoliativa. Presented by Dr. BENJAMIN Levine and Dkr. I. 
SCHONBERG. 


B. T., an intelligent man aged 38, stated that at the age of 8 years he had 
either ringworm or favus of the scalp, for which he received roentgen therapy 
in Antwerpen, Belgium. This condition was followed by alopecia, with atrophy 
and roentgen dermatitis. When he was 17 severe sycosis vulgaris of the beard 
developed, which was treated with numerous exposures to roentgen rays, result- 
ing in roentgen dermatitis, with atrophy, telangiectasia and keratoses. One area 
on the left malar region was treated some years later for epithelioma. Ten years 
ago dermatitis exfoliativa developed, which has persisted. He has been in hos- 
pitals all over the country, from California to New York. Prior to coming to 
us he had been in Mount Sinai Hospital in New York, where he received fever 
treatments in a cabinet. He showed decided improvement after that type of 
therapy, but within a few weeks the eruption recurred. Subsequent fever therapy 
with typhoid vaccine resulted in a remission lasting almost two years. In the 
past two years this type of treatment has not benefited him. He has improved 
at times by fasting, only to have the eruption exacerbate when he started to eat 
again. 

There is a generalized, pruritic, scaly, erythematous, lichenified dermatitis. 
The face is moderately edematous. On the face and scalp there is evidence of 
chronic roentgen ray dermatitis. The regional lymph nodes are moderately 
enlarged. The spleen and liver could not be palpated. 

There were 4,300,000 erythrocytes and 12,000 leukocytes per cubic. millimeter 
and 80 per cent hemoglobin. The differential blood count showed 64 per cent 
polymorphonuclear leukocytes, 14 per cent small lymphocytes, 6 per cent large 
lymphocytes and 16 per cent eosinophils. 

Several specimens have been taken from the areas of exfoliative dermatitis 
for histologic examination, and all showed the epithelium to be moderately to 
considerably thickened, with many blunt, deep rete pegs. Thickening was due 
chiefly to proliferation of the prickle cell layers. There was no appreciable kera- 
tinization of the superficial cells. In places superficial epithelial cells showed 
considerable vacuolation of the cytoplasm. The papillae were of average 
size and showed slight to moderate round cell infiltration. At one end of the 
section there was a small amount of keratinized squamous cells, partly separated 
from the nonkeratinized portion suggestively by edema. The underlying corium 
showed slight to moderate edema and moderate perivascular cellular infiltration. 
These cells consisted chiefly of lymphocytes and endotheliocytes, but a small 
number of eosinophils were prominent. 


DISCUSSION 
Dr. CrypeE L. CumMMER: This patient showed adenopathy in both axillas. 
The differential blood count is abnormal, as shown by the ratio of small lympho- 
cytes to large lymphocytes. Further study from the standpoint of one of the 
lymphoblastomas is indicated. 
Dr. BENJAMIN LEVINE: We have kept in mind the possibility of lympho- 
blastoma. This same ratio of lymphocytes has been present in several examinations. 


Lichen Planus with Pigmentation of the Face. Presented by Dr. FRANK 
McDona cp. 


A. L., a youth aged 18, about six months ago noticed an eruption on the dorsa 
of his hands. Shortly thereafter the face and neck became involved. He had 
worked for five and one-half months in a CCC camp. The condition was 
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attributed to excessive carbohydrate ingestion by the camp physician and was 
treated with a white ointment without benefit. Three months ago the hands 
began to clear up spontaneously, but the face and neck have remained unchanged. 
There has been only occasional pruritus. No previous attacks had been experi- 
enced, and no cutaneous disease was known among the patient’s associates. No 
drugs had been taken; there were no constitutional symptoms, and no _ history 
of an emotional upset was elicited. 

In general the patient was well nourished, well developed, moderately intel- 
ligent and placid. Examination of the teeth showed partial artificial dentures, 
with caries in many of the remaining teeth. 

The lateral and to a slight degree the posterior aspects of the neck present 
numerous, discrete, pinhead-sized, pink, flat-topped, polygonal-sided papules, some 
of which are shiny but most of which have a dull luster. The papules on the 
neck tend to be contiguous but not confluent. The butterfly area of the face, 
especially the forehead, perilabial area and chin, show a diffuse, reddish brown 
pigmentation, with sharply defined, arciform borders. There is a suggestion of 
atrophy. Follicular plugging is absent. Occasionally at the borders of this 
pigmentation there are a few papules that look like those on the neck. At the 
corners of the mouth there are small, white, membranous patches. The dorsa of 
the hands and wrists show a mild, violaceous mottling. 

\ hemogram, the results of urinalysis and roentgenograms of the chest were 
normal. 

Tissue was removed from the neck and from the forehead, and the histologic 
appearance was similar. The epithelium was somewhat atrophic uniformly. The 
rete pegs were not prominent. A rather patchy infiltrate of lymphocytes, plasma 
cells and large mononuclear cells with edema was seen in the papillary and 
subpapillary areas, some of the areas suggesting a bandlike formation. No giant 
cells were found. Perivascular inflammation was not present. In some areas 
there were small phagocytes containing golden brown pigment, which on differ- 
ential staining was shown to be melanin, not iron. The deeper subcutaneous 
tissue was normal. 

DISCUSSION 


Dr. Joun A. GAmMMEL: I thought the lesion on the face was seborrheic 
dermatitis. 


Dr. H. J. Parkuurst, Toledo: The present appearance and the localization 
of the lesions, including those on the wrists, are more suggestive of fading lupus 
erythematosus than of lichen planus. However, I found a flat papule on the 
side of the neck, and that, with the histologic picture, of course, is in favor of 
lichen planus. 


Dr. FRANK McDonacp: I have presented this patient chiefly because of the 
associated pigmentation. Clinically and histologically the papular eruption was 
lichen planus. The pigmentation is unusual. Crocker (Brit. J. Dermat. 12:421, 
1900) has described a type of the disease, which he called erythematous lichen 
planus, in which reddish or pink pigmentation is present. 


Chronic Chancroid of the Vulva, Perineum and Inguinal Regions. Pre- 
sented by Dr. JAMes E. ENGELER (by invitation) and Dr. Gerarp De Oreo. 


A. Z., a Polish woman aged 61, has complained of pain and draining sinuses 
of the perineum and both inguinal regions for about one year. She has had a 
swollen abdomen and shortness of breath for a similar period. There was a 
history of chronic alcoholism. 

General examination showed her to be well developed but poorly nourished 
and somewhat emaciated. The fundi showed sclerosis of the vessels, with remote 
hemorrhages. The area of cardiac dulness was moderately enlarged. The blood 
pressure was 140 systolic and &0 diastolic. There were no cardiac murmurs. 
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There is a destructive, painful and bleeding ulcerative process involving the 
vaginal wall, labia and perianal regions. The surface of the ulceration is coy- 
ered with a foul, grayish white exudate. Multiple inguinal sinuses are present 
bilaterally. 

The patient has secondary anemia, but otherwise the hemogram was normal. 

Repeated smears from the ulcer and sinuses have been negative for tubercle 
bacilli, gonococci, Ducrey bacilli and Donovan bodies. The Frei test gave a 
negative result. The reaction to the tuberculin test (human tuberculin in a dilu- 
tion of 1:1000) was 1 plus. The “formal gel” test gave a negative result. The 
Ito-Reenstierna reaction was 1 to 2 plus. The serum albumin was 2.2 Gm. per 
hundred cubic centimeters and the serum globulin 4.4 Gm. (albumin-globulin 
ratio 0.5). The Kline test of the blood and of the spinal fluid gave negative 
results. Roentgenograms of the chest and pelvis were normal. 

Histologic examination of tissue removed from the edge of the ulcer revealed 
an acute and chronic granulomatous inflammation, with ulceration of the epi- 














Case of chronic chancroid of the vulva, perineum and inguinal regions. 


thelium. The process was consistent with the changes seen in cases of chancroid. 
No changes suggestive of malignancy were noted. 


DISCUSSION 

Dr. ClypE L. CumMeEr: I should like to ask whether anaerobic cultures have 
been made of these ulcers. The character of the ulceration suggests somewhat 
that produced by the anaerobic streptococcus. 

Dr. GerarD De Oreo: We have made ordinary cultures. There was no 
growth in anaerobic mediums. 

Dr. Hat ELtson FREEMAN: By a process of elimination I conclude that this 
case is one of chronic chancroidal infection. 


Cheilitis Exfoliativa. Presented by Dr. BENJAMIN LeEvINE and Dr. I. 
SCHONBERG. 
M. M., a woman aged 19, has had chronic cheilitis exfoliativa for three or 
four years. There has been no response to many different forms of medication, 
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including roentgen therapy. At times the eruption would spread into the mouth 
and on the tongue. She had gingivitis at times, which prevented her from 
eating. She had been hospitalized and put on a high vitamin diet, but at times 
she was unable to retain any food because of nausea and vomiting. She pre- 
sented some vague abdominal symptoms, and the internists at the hospital were 
unable to differentiate between appendicitis and irritation of the whole gastro- 
intestinal tract. When she was on a high vitamin diet with the addition of 
thiamine chloride and riboflavin some improvement was noted. Since that period 
in the hospital she has had a uterine suspension and her appendix removed. After 
this the disease of the lips and mouth cleared up. However, she is still taking 
vitamin B complex. 
DISCUSSION 

Dr. H. N. Core: Does the patient smoke? 

Dr. BENJAMIN LEVINE: No. 

Dr. I. L. ScHonserc: At one time during the course of her treatment we 
considered the possibility of sensitivity to mercury. Traub and Holmes (ArcuH. 
DerMaAT. & SypuH. 38:349 [Sept.] 1938) wrote a paper on the effects of amalgam 
fillings causing cheilitis. Patch tests were made with mercury, with negative 
results. The amalgam fillings are still in her mouth. 

Dr. EArt W. NETHERTON: This patient continued to take vitamin B therapy 
after she left the hospital. How do you attribute the improvement to the epera- 
tion to which there is no conceivable connection? I believe the patient is suffer- 
ing from a vitamin B deficiency. 


Dermatitis Herpetiformis. Presented by Dr. BENJAMIN LeviNeE and Dkr. I. L. 
SCHONBERG. 


J. D., a white woman aged 22, for the past three years has been suffering 
from a pruritic eruption, which appears in successive crops on various parts of 


the body. 

There are groups of papulovesicular lesions. Most of them are about the 
waist. Over the rest of the body there are whitish scars due to excoriations. 
Lesions also are present on the head, arms and legs. The patient also has coarc- 
tation of the aorta. 

Histologic examination showed in the epidermis and immediately below it 
small vesicles filled with fibrin and polymorphonuclear leukocytes. The squamous 
epithelium regional to the vesicles showed degenerative changes, cells in some 
places necrotic and in other areas showing large vacuoles, with the nuclei poorly 
stained and the cell outlines blurred. There was some diffuse infiltration of the 
papillary projections by polymorphonuclear cells. Some edema of the cutis was 
present. At a distance from the acute vesicular lesions there were mantles of 
cells about blood vessels in the cutis, with eosinophils and small round cells about 
equal in number. There was a thin layer of cornified cells covering the epidermis. 
Two additional sections taken from various levels of the block showed similar 
pictures. 

DISCUSSION 

Dr. J. EpGar FisHer: I had the opportunity of seeing this patient last sum- 
mer, at which time there was severe involvement with dermatitis herpetiformis. 
It was necessary to hospitalize her at that time, and a partial remission followed. 


An Unusual Case of Keratosis Suprafollicularis with Pili Incarnati 
Inciting Foreign Body Reaction. Presented by Dr. H. H. Jonnson. 


P. M., a student nurse aged 26, has noted a papular eruption on the extensor 
surfaces of her arms and forearms and the extensor surfaces of the legs and 
knees for five years. The patient, who is a careful observer, stated that the 
lesions have been neither painful nor pruritic and that the individual lesions 
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began as pale, rather deep papules, which subsequently became moderately ery- 
thematous and covered with a flat scale, which scrubs off with bathing. The 
lesions subsequently regress, leaving a brownish pigmentation, which persists for 
several months, and ultimately a slight scar. 

There was a history of roentgenographically proved duodenal ulcer in 1937, 
and there have been frequent infections of the upper part of the respiratory tract 
for several years. Otherwise the patient has been in good health. 

The physical examination showed no abnormalities with the exception of the 
cutaneous lesions. 

There are many deep-seated papules 2 to 3 mm. in diameter, varying from 
normal color to dull pale red or light brown, in the skin of the extensor surfaces 
of the arms, forearms, knees and legs. There are many other lesions showing 
smooth, thickened, adherent, brownish hyperkeratosis, the removal of which reveals 
widened follicular openings, from many of which can be removed fine colorless 
hairs. There are many light brown areas of pigmentation at the site of former 
lesions, and some of these areas show slight atrophy. Among these lesions there 
are many normal hairs. 

The hemogram and the results of urinalysis were normal. Serologic tests 
for syphilis gave negative results in May 1937. The Mantoux test was negative 
with a dilution of 1: 10,000 and positive with a dilution of 1: 1,000. Roentgeno- 
grams of the chest showed the pulmonary fields to be clear. 

Histologic examination of a papular lesion on the leg showed hyperkeratosis 
and a follicular keratotic plug descending for some distance into a widened follic- 
ular opening. In the papillary portion of the corium the follicle was angulated 
at 45 degrees. In the reticular corium there was a small discretely localized 
but not encapsulated granuloma, containing mature connective tissue cells and 
rather densely infiltrated with lymphocytes and mononuclear cells. Foreign body 
giant cells were present, arranged in small foci within the granuloma. Near the 
horizontal borders of the granuloma there were five pale yellow oval bodies 
showing the same staining reaction as the hair (and corresponding in size to 
the fine hairs extracted from one of the papules). These were apparently cross 
sections of a coiled hair within the granuloma. 


DISCUSSION 

Dr. H. N. Core: I had previously made a diagnosis of papulonecrotic 
tuberculid in this case, but today I am not so sure. There are present on the 
extensor surfaces of the arms and legs many scaly papules which are not pruritic 
and which clinically suggest parapsoriasis. However, the histologic picture does 
not bear out this diagnosis. 

Dr. E. W. NetuHerton: The follicular character of the eruption suggests 
the possibility of vitamin deficiency. Has the presenter made any investigations 
along this line? 

Dr. H. H. Jounson: I plan to investigate this possibility. 

Dr. H. J. Parkuurst, Toledo: I am inclined to favor a diagnosis of kera- 
tosis suprafollicularis. 


Psoriasiform Parakeratosis (Brocq), Dry Type. Presented by Dr. H. G. 
MISKJIAN. 


A. S., a well nourished unmarried woman aged 23, has had a generalized 
eruption for three and a half years. It first appeared in the form of a patch on 
the right elbow. This disappeared after the application of an ointment. Another 
patch developed later on the anterior surface of the right leg and became thick 
and scaly. During the past five months the eruption has spread. It has been 
intensely pruritic. Local applications on the advice. of physicians have had no 
appreciable effect.. She has been taking no drugs internally. 
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The eruption is of the erythematosquamous type. It predominates on the 
lower extremities, while the trunk is practically free. Around the elbow joints, 
extending upward on the arm and below on the forearm there are large, con- 
fluent, dry, red patches, covered with fine, branlike scales. The borders are 
sharply defined but not raised. There is no trace of infiltration on palpation. 
The patches occupy almost the whole circumference of the elbows, leaving only 
a narrow band of normal skin on the flexor surface. Scattered around the main 
patches on both sides are a number of smaller, more or less rounded lesions 
of the same type. 

On and around both trochanteric regions there are extensive confluent patches, 
covering an area about 20 to 25 cm. in diameter. These are of the same type 
as the eruption on the legs except that their borders are less sharply defined 
and on their surfaces there are numerous shallow cracks in the epidermis, which 
seem to be due to the dryness of the skin and to the greater thickness of the 
scales in this region. 

The anterior surface of the right leg is occupied in its middle three fifths by 
a roughly oval patch, measuring 15 by 9 cm., with fairly sharply defined borders. 
It is dark, brownish red, with thickening of the skin, covered with rather heavy 
scales separated by superficial fissures. It looks like a chronic lichenified 
dermatitis. 

Scattered over the thighs and the posterior surface of the legs are numerous 
round, sharply defined, erythematosquamous elements about the size of a quarter. 
Their features are the same as those of the aforementioned larger patches. They 
are all discrete. There are, however, a few that are more extensive and more 
irregular in shape and that form a transition between the nummular elements 
and the confluent areas. 

The eruption in general resembles psoriasis somewhat, but close study of the 
lesions, particularly by systematic scraping of the elements, enables one to rule 
out such a diagnosis. 

DISCUSSION 


Dr. E. W. NETHERTON: The eruption suggests parapsoriasis, but one should 
also consider the possibility that the condition might eventually turn out to be 
mycosis fungoides. The lesions are not unlike the prefungoid stage of that 
disease. The intense itching does not fit in well with a diagnosis of parapsoriasis 
but is a common finding in the earlier phases of mycosis fungoides. 

Dr. JAMes R. Driver: The lesions, particularly the larger plaques, present 
a dull reddish color, not unlike the pigmentation seen in phenolphthalein erup- 
tions. On being questioned, the patient stated that she frequently takes Hinkle’s 
pills and ex-lax; so the possibility of a drug eruption should be kept in mind. 

Dr. H. G. Miskj1an: Brocq called attention to the fact that in some of 
these cases mycosis fungoides eventually develops. At present a diagnosis of 
psoriasiform parakeratosis of Brocq seems to me to be more nearly correct. 


Tertiary Syphilis: Gumma of the Soft Palate, Interstitial Sclerosis of the 
Testicle, Asymptomatic Cerebrospinal Syphilis and Aortitis. Pre- 
sented by Dr. Hat Etson FREEMAN. 


F. C., a man aged 45, had a penile sore in 1919. His right testicle began 
enlarging in June 1939, and he first noticed an ulcer of the palate about Sep- 
tember 1. He has lost 25 pounds (11.3 Kg.) in the past three months. He has 
never received treatment for syphilis. 

There is generalized palpable lymphadenopathy. An irregular, reddish blue 
ulceration with a necrotic base is located on the right side of the soft palate, 
about 2 cm. in diameter. The right testicle is firm and painless and is the size 
of a goose egg, measuring 10% inches (27 cm.) in circumference. Light is not 
transmitted. The seminal vesicle is palpable and feels normal. 
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The heart was not enlarged, but there were systolic and diastolic aortic mur 
murs audible over the second right intercostal interspace. The pulse was of the 
Corrigan type. Pistol shot femoral reflexes and Duroziez’ sign were present. 
The blood pressure was 140 systolic and 68 diastolic. The reflexes were normal 

The Wassermann and Kline reactions of the blood were strongly positiv. 
The Wassermann reaction of the spinal fluid was strongly positive in all dilu 
tions; the cell count was 13 per cubic millimeter, the reaction for globulin was 
positive, and the gum mastic test showed a reading of 3421100000. Roentgeno 
grams and fluoroscopic examination of the chest showed the heart to be normal 
but there was enlargement of the aorta, with no evidence of parenchymal 
infiltration. 

Histologic examination of tissue taken from the lesion on the palate showed 
moderate acanthosis, with elongation of the rete pegs. The upper part of the 
corium presented a diffuse, loosely arranged, cellular infiltrate composed of small 
round cells, fibroblasts and a few eosinophils. There were many newly formed 
and enlarged blood vessels. In the deeper part of the corium there was a heavy 
cellular infiltrate, granulomatous in character, and there were several areas of 
focal collection of epithelioid cells, small round cells, fibroblasts and newly formed 
blood vessels, with a few Langhans type giant cells to be found in one section. 
Deeper in the corium the collagen bundles were compressed and split by the 
infiltrate, and many blood vessels showed hyaline degeneration, with epithelioid 
cell infiltration in their walls and epithelioid and small round cell infiltrations 
perivascularly. 

DISCUSSION 


Dr. Hat Etson FREEMAN: This patient was presented because of the rarity 
of gumma, syphilis of the central nervous system and cardiovascular syphilis in 
the same patient. There are two kinds of syphilis of the testicle, the gummatous 
form, which is soft, and the interstitial sclerotic form, which is firm and painless. 
In dealing with either it is well to remember that transillumination due to an 


associated hydrocele may be present. 
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A Case for Diagnosis (Papulonecrotic Tuberculid? Lupus Erythema- 
tosus?). Presented by Dr. FRANK VERO. 


F. D., a girl aged 17, born in the United States, is presented from the 
Vanderbilt Clinic, complaining of a recurrent eruption of two years’ duration on 
the hands and feet. There was no history of any previous disease of the skin. 
She had always been in good health except for attacks of tonsillitis. Tonsillectomy 
was performed five years ago. During infancy a gland was removed from her 
neck. For two summers the patient has had a recurrent eruption on the face, 
which has cleared up at the end of the season. An eruption appeared on the 
hands and feet a year ago, persisted during the winter and recurred four months 
ago. 

Physical examination shows no abnormalities except on the skin. Examination 
on Dec. 14, 1939 showed on the palmar surfaces of the fingers and hands, on the 
soles and on the face numerous peanut-sized to pea-sized, solitary and confluent, 





SOCIETY TRANSACTIONS 375 


iolaceous, slightly infiltrated, papular, scaly lesions. In some areas there were 
small atrophic depressions. Some of the lesions felt dry, rough and keratotic. 
(uring the past four weeks several lesions have undergone spontaneous involution, 
but new lesions have appeared on the soles, especially on the inner aspect. 

A roentgenogram of the chest, in the posteroanterior projection, showed no 
evidence of recent parenchymal infiltration or consolidation. Both lung fields 
were clear. The costophrenic angles were clear. The cardiac contour was not 
unusual, and the trachea was in the midline. A small shadow of calcium density 
was seen in the region of the left hilus. The Kline test gave negative results. 
The urine was normal. The blood sedimentation rate was 16 mm. in the first 
hour. The blood count showed 87 per cent hemoglobin and 4,300,000 erythrocytes 
and 6,200 leukocytes per cubic millimeter, with a differential count of 40 per cent 
polymorphonuclear leukocytes, 49 per cent small lymphocytes and 5 per cent large 
lymphocytes, 3 per cent monocytes and 3 per cent eosinophils. 

Histologic examination showed edema and infiltration, with mononuclear cells 
which were small. The capillaries were dilated. There was a thick keratin layer 
with parakeratosis. There was no evidence of papulonecrotic tuberculid, but the 
histologic picture suggested lupus erythematosus. 


DISCUSSION 


Dr. JosePpH J. Etter: I think this case is one of lupus erythematosus dissem- 
inatus. The lesions on the hands are the type of this disease which sometimes 
resembles erythema multiforme. 

Dr. Davin Bioom: The lesions on the mucous membranes of the cheeks and 
on the palate favor the diagnosis of lupus erythematosus rather than that of 
papulonecrotic tuberculid. 

Dr. FRANK VERO: When this girl was seen in early December the lesions had 
a different clinical appearance. They were violaceous and grouped. Many of 
the lesions have undergone involution without any therapy. She was seen on 
several occasions during January and did not come back to the clinic until a few 
days ago. She never had any lesions on the eyelids until tonight. I could not 
detect any active lesions in the mouth, but she had a peculiar folding of the 
mucous membrane of the hard palate. 


A Case for Diagnosis (Necrobiosis Lipoidica?). Presented by Dr. 
Rosert R. M. McLavuGHiin (by invitation). 


T. B., a woman aged 40, is presented from the Vanderbilt Clinic, complaining 
of an eruption on the legs of two years’ duration. The lesions on the lower portion 
of the legs begin as tender subcutaneous nodules. These sometimes resolve, but 
some have broken down to form ulcers which have healed, leaving atrophic areas. 
Some of these show yellow centers, with red puncta and a pinkish brown areola 
with telangiectases. The cutaneous lesions have been concurrent with pain in 
the knee and ankle joints. The patient states that she has noticed the nodules 
since 1923. Injections of staphylococcus toxoid used in the treatment of blepharitis 
have seemed to aggravate the condition on the legs. 

The urine was normal. Tuberculin tests with old tuberculin gave negative 
results in a dilution of 1 to 100,000,000 and positive results in a dilution of 1 to 
10,000,000. Treatment has consisted of ultraviolet irradiation since October 19, 
but the lesions are now progressive. 

DISCUSSION 

Dr. JosepH J. Etter: I am inclined to think this case is one of dermatitis 
artefacta. 

Dr. J. GarpNer Hopkins: The lesions in their present stage look rather 
like necrobiosis lipoidica, though it is true that the history given by the patient 
and the extreme tenderness of which she complains do not fit this diagnosis. 
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Dr E. Witt1am AsrAMowItTz: It may be of some importance to know that 
tests for sugar in the urine gave negative results. 

Dr. Maurice J. Costetto: I agree with Dr. Eller. I think the eruption that 
this patient presents is dermatitis factitia. The lesions are bizarre in shape, size, 
location and grouping. It is true that they are symmetric, but I do not think that 
this is against the diagnosis of a self-induced eruption. There is a loss of the 
pharyngeal reflex, and I think her whole make-up is of the hysterical type. 

Dr. Davin Bioom: The lesions are dead white, and there is no yellowish 
tinge present. I therefore suggest the diagnosis of morphea rather than that of 
necrobiosis lipoidica. 

Dr. Rospert R. M. McLauGHiin (by invitation): It might be of interest 
to know that in 1930 this patient was considered to have hysteria. This was not 
recorded on the history. She was presented as possibly having necrobiosis, because 
when she was first seen in October the lesions were a great deal more yellow. 


A Case for Diagnosis (Mycosis Fungoides?). Presented by Dr. JAmMes 
L. MILLER (by invitation). 


W. O. T., a housewife aged 58, is presented from the Vanderbilt Clinic, com- 
plaining of a generalized eruption of eight years’ duration. The eruption began 
as a round, half-dollar-sized plaque with dry scaling. No complete remissions 
have occurred. The lesions have improved somewhat, especially during the summer. 
Itching has not been an outstanding symptom. She has never had any systematized 
treatment until admission to Vanderbilt Clinic in October 1939. The patient has 
lost 40 pounds (18 Kg.) in weight in the past three years but feels that this is 
due to a restricted diet (for financial reasons). No symptoms of any foci or infection 
exist except that she believes the remaining teeth are in poor condition. The past 
history is not significant. She had no serious illnesses except typhoid fever at 
the age of 18. She was born in this city and has always lived here. She has had 
9 children, 8 of whom are living and well, and three miscarriages. Her mother 
died in childbirth, and her father is still alive and well at the age of 78. One 
sister had her arm amputated twenty-seven years ago for osteogenic sarcoma. 

Examination shows pea-sized to half-dollar-sized erythematous scaly plaques 
over the entire body with the exception of the palms and soles. In places these 
plaques are definitely infiltrated, and on the forearms and thighs especially they 
are lichenified and not scaly. In the scalp there are areas of normal skin between 
the plaques. The face and ears, particularly the postauricular regions, are involved. 
The nails are normal except for longitudinal striations on both thumbs and some 
yellowish thickening at the distal margins of the toe nails. The left third toe nail 
is misshapen, thickened and blackened. There are no distinct pits present. The 
mucous membranes are not involved. General physical examination gives negative 
results except for six lower teeth which are in poor condition. There is a soft 
systolic murmur at the apex of the heart. The blood pressure is 164 systolic and 
80 distolic. The left leg has been swollen and edematous below the knee for the 
past three weeks. 

The urine was normal. The Wasserman reaction of the blood was negative. 
Chemical examination of the blood showed 27 mg. of nonprotein nitrogen per 
hundred cubic centimeters. A blood count showed 80 per cent hemoglobin and 
3,920,000 erythrocytes and 4,700 leukocytes per cubic millimeter, with a differential 
count of 65 per cent polymorphonuclear leukocytes, 33 per cent lymphocytes and 
3 per cent monocytes. 

Histologic examination of a specimen taken from the left buttock showed a 
verrucous epidermal proliferation, the surface of which was vesicular and crusted. 
Numerous polymorphonuclear leukocytes were seen here and there. Hyperkera- 
tosis and parakeratosis were considerable. Acanthosis was extreme and formed 
a reticular pattern. A large number of comedo-like structures were noted. Intense 
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edema and infiltration, consisting of numerous plasmacytes, were present. Many 
other types of mononuclear cells were distinguished. The infiltration was particu- 
larly well marked in the papillae and just beneath the epidermis; deeper in the 
epidermis it was mainly vascular. 

Histologic examination of a specimen taken from the left forearm showed 
decided acanthosis. The rete pegs were greatly elongated and clubbed. Super- 
ficial vesiculation was present. Parakeratosis and edema were both marked. 
Collections of polymorphonuclear leukocytes were seen in the epidermis. The 
corium was edematous. The blood vessels had thickened walls, and about them was 
an infiltration of small mononuclear cells. A few polymorphonuclear leukocytes 
were seen in the papillary portion of the corium. This specimen definitely repre- 
sented a psoriasiform dermatitis. 

Treatment has consisted of fractional roentgenotherapy (100 r) to the entire 
body from October to December 1939. 


DISCUSSION 

Dr. A. BENSON CANNON: When I saw the patient with Dr. Miller a few 
days ago, we both felt that she was suffering from mycosis fungoides. I cannot 
reconcile a diagnosis of psoriasis in this case with symptoms of generalized eruption 
of such long duration, manifested by nodules and gyrate lesions, many of which 
are covered with a crustlike scale and accompanied by a moderate degree of 
itching. The favorable response of the lesions to treatment with roentgen rays 
would also indicate mycosis fungoides. The entire skin over her body is infiltrated, 
and when the patient bends her body large folds of thickened skin show. I should 
disregard the histologic report, and I suggest that a nodule be removed for further 
study. 

Dr. JosepH J. Exrer: I agree with Dr. Cannon that this case is one of 
mycosis fungoides in the plaque stage. 

Dr. SAMUEL FELDMAN: I want to point out that the presence of nodules in 
this case would not indicate that the patient has mycosis fungoides. I had a 
patient in the Bronx Hospital who was admitted with generalized erythroderma 
of about six years’ duration, referred as having mycosis fungoides. The patient 
stayed in the hospital for about a month. The erythroderma disappeared, the 
nodules disappeared and she became entirely well. I found no signs of mycosis 
fungoides, but clinically the patient looked exactly the same as the patient 
presented tonight. 

Dr. Paut Gross: Although I favor the diagnosis of mycosis fungoides, the 
fact that histologic examination of a verrucous nodular lesion on the left buttock 
of this patient showed only a psoriasiform picture and not the pronounced infiltra- 
tion one would have expected is noteworthy. 

Dr. JAMes L. MIL-er (by invitation): The patient does not complain of as 
much itching as one would suspect. However, I still feel that the condition is in 
all probability mycosis fungoides. 


A Case for Diagnosis (Poikilodermatomyositis?). Presented by Dr. J. 
GARDNER Hopkins and Dr. PAu Gross. 


D. O., a woman aged 59, a retired editorial writer, is presented from the 
Vanderbilt Clinic, complaining of an eruption involving the face, neck and 
extremities, of one and one-half years’ duration. The eruption began on the left 
arm as an oval patch and then spread to the neck and other parts of the body. 
The onset was associated with attacks of dizziness, nausea, vomiting and muscular 
weakness. The muscular weakness was so pronounced that the patient was con- 
fined to bed for three months. The symptoms have subsided, but there is a great 
deal of thickening of the skin and muscles of the arms and neck. 
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Examination shows an eruption of purplish patches on the face, especially about 
the nasolabial folds, forehead, ears and chin. On the neck and chest, following 
the cut-out area of her dress, is a diffused purple erythematous eruption. The 
skin appears somewhat thickened and coarse, and there are numerous small telan- 
giectases scattered throughout these areas. A similar diffuse eruption is present 
on the extensor surface of the arms and forearms. In addition, there are numerous 
small keratotic papules superimposed on the eruption on the forearms. On the 
dorsa of the hands are bluish red streaks following the extensor tendons of the 
fingers, and over the joints these lesions are somewhat hyperkeratotic. There is 
a varying degree of scaliness on the neck and extremities. On both knees are 
circumscribed reddish brown scaly patches of about the size of a palm, and there 
are lesions on the posterior surface of the right thigh. The skin on these lesions 
appears somewhat wrinkled. There is almost complete alopecia of the scalp. 
Physical examination showed nothing abnormal except in the skin. 

The blood count showed 84 per cent hemoglobin and 4,090,000 erythrocytes and 
11,100 leukocytes per cubic millimeter, with a differential count of 75 per cent 
polymorphonuclear leukocytes, 14 per cent lymphocytes, 9 per cent monocytes and 
2 per cent eosinophils. There were slight anisocytosis and polychromasia. The 
antistreptolysin titer was normal (50 units). The coproporphyrin content was 
somewhat high (0.088 mg.) in the twenty-four hour specimen of urine. Urinalysis 
gave otherwise normal results. Gastric analysis showed: total acids 2 on fasting, 
4 on examination twenty minutes after administration of histamine and 4 on 
examination forty minutes after administration of histamine. Each examination 
showed free hydrochloric acid. 

Histologic examination was made on specimens taken from the skin and from 
the triceps muscle of the right arm. The section of skin showed hyperkeratosis, 
with a well defined granular layer. The epidermis was atrophic, with loss of 
the rete pegs. There was edema involving the deeper layer of the epidermis and 
the upper portion of the corium. The corium just beneath the epidermis con- 
tained ectatic capillaries and was the site of a rather intense infiltration with 
mononuclear cells. Many of these appeared to be lymphocytes, but occasional 
eosinophils were noted. This infiltration was not uniform. The specimen of 
voluntary muscle tissue showed some muscle fibers which were paler than those 
ordinarily seen. Some appeared to be atrophic, and an occasional fiber contained 
clumped nuclei. Between many of the fibers there was an increase of mononuclear 
cells, and there was also slight perivascular infiltration with mononuclear cells. 

The patient’s weight is 92 pounds (41.5 Kg.). Her temperature during hospi- 
talization ranged from normal to 100.8 F. Since Nov. 19, 1939 she has been given 
vitamin B complex, particularly nicotinic acid up to 400 mg. per day, injections of 
liver extract and riboflavin 10 mg. per day. There have been an increase in 
appetite and an improvement of the general condition, with moderate gain in 
weight, but no definite improvement in the eruption has been noted. 


DISCUSSION 


Dr. Louis CHaArGIN: I should like to see dermatomyositis and poikiloderma 
separated, as they are probably not one and the same disease. They are unlike 
clinically and histologically. It is true that dermatomyositis may in one or another 
of its stages present the aspects of poikiloderma, and this has given rise to the 
confusion. Dermatomyositis presents a degenerative process of the collagen, while 
poikiloderma presents a cellular infiltration in the cutis. If cases of these diseases 
are carefully studied from this standpoint, as well as from the clinical standpoint, 
one will find that the conditions are not identical. 

Dr. Paut Gross: The patient was treated extensively with the vitamin B 
complex, but so far the response has not been satisfactory. Yet in another patient 
presented here a few months ago the injection of liver extract produced consider- 
able improvement, manifested by gain in weight and increased muscular strength. 
There has been no recurrence of myositis, and the condition of the skin has 
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remained satisfactory since this therapy has been instituted. I do not wish to 
imply, however, that vitamin B deficiency is an etiologic factor in dermatomyositis. 

Dr. J. GARDNER Hopkins: When I first saw this patient, [ admit I made a 
diagnosis of pellagra or some related dermatosis. The eruption and its distribution 
were much like those of pellagra, and while she did not have any lesions of the 
mucous membranes or gastrointestinal symptoms, there was plenty in the back- 
ground of the patient to suggest the possibility of deficiency in her diet. I think 
I almost convinced even Dr. Gross for a little while that the cause might be some- 
thing of that sort. However, nicotinic acid made her distinctly worse; at least, 
she got the tingling sensation that nicotinic acid gives many patients. I think, 
therefore, I was wrong in the first instance. 

Dr. Gross has brought up the possibility of poikilodermatomyositis, and while 
the muscle changes at present are a little indefinite, I was much interested that 
when the specimen of skin was shown to Dr. Machacek without any clinical 
opinion, he said the condition might be a radiodermatitis. There was decided 
collagen degeneration in the upper part of the cutis, but the vessels were fairly 
well preserved with hyalin around the walls, as in a case I presented here last 
year (ArcH. Dermat. & SypH. 39:761 [April] 1939). I do not feel that one 
can make any absolute diagnosis in this case yet. 

Dr. E. Witt1Am AsrAmMowitz: What struck me were the follicular keratotic 
lesions on the forearms. If I had seen those lesions alone, together with the dis- 
tribution of the eruption on the backs of the hands, I would probably have thought 
of pityriasis rubra pilaris. I think the question of vitamin A deficiency might 
also be considered here in addition to vitamin B deficiency. 

Dr. EuGENE F. Traus: This case was most unusual for many reasons, not the 
least of which was the fact that the lesions all seemed to be in areas exposed to 
sunlight. I did not hear any comment by the presenters about their opinion as to 
the effect of sunlight in this case, and I should like to ask them to take up this 


point. The demarcation at the top of the dress and on the forearms is abrupt, 
and the location even on the area of the knee is in a spot where sunlight would 
readily strike; hence, despite the fact that the patient says she seldom exposes 
herself to the sun, it would seem that this factor cannot be lightly dismissed. 
Assuming that exposure to the sun is a factor in producing this eruption, I wonder 
what interpretation would be given by Dr. Hopkins and Dr. Gross or whether it 
would alter their opinion about the diagnosis. 


Dr. Louts CuHarcGiIn: I too cannot see the picture of dermatomyositis in this 
case. I have seen but a few patients with this condition, and they were acutely 
ill; this patient is not. In those I have seen, the eruption did not begin on the 
arm but on the face, with a little swelling around the eyes and a slight amount 
of erythema, not deep but superficial, such as one sees in lupus erythematosus. 
The eruption then spread to the neck am: then to other parts, such as the arms 
and legs, and was associated with great weakness and muscular changes. I admit 
that I have not seen all forms of dermatomyositis, and this may represent one 
of the types. One must make a diagnosis here on the history and the course of 
the disease, and while there are certainly some features of dermatomyositis present 
in this case, other features suggest other possibilities. 

Dr. A. BENSON CANNON: I feel as Dr. Chargin does in regard to the case. 
I should hesitate to make a diagnosis of dermatomyositis. I had an opportunity 
to see Dr. Gray’s patient in London a number of years ago and to study the 
histologic sections of tissue removed, and there was no resemblance between his 
patient and the one presented tonight. This patient’s condition is quite different 
from that of the 2 patients that I showed with dermatomyositis before this society 
a few years ago and from that of other patients that were exhibited at the San 
Francisco meeting of the American Dermatological Association two years ago. 
I can detect no infiltrated, nodular swellings in this patient, nor can I notice any 
loss of substance where lesions have been, symptoms that I would naturally expect 
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to find. This case is also different from the case submitted at the last meeting 
of the American Medical Association by Dr. Hazel, with a histologic study made 
by Dr. Weidman (Hazel, O. G.: Poikiloderma Atrophicans Vasculare: Report of 
Case, ArcH. Dermat. & SypH. 40:776 [Nov.] 1939). With the location of the 
red, swollen skin over the exposed parts and the cornified, follicular papules over 
the extensor surfaces of the forearms and hands, I should think that Dr. Traub’s 
suggestion of a vitamin deficiency in which a hypersensitiveness to sunlight played 
a part might be the proper explanation of the patient’s symptoms. In some respects 
the lesions simulated acute lupus erythematosus. I should certainly want to rule 
out that possibility. 

Dr. PAut Gross: Dr. Hopkins and I have observed 4 cases of poikilodermato- 
myositis, 2 of which have been previously presented before this Section (ArcH. 
Dermat. & SypH. 39:761 [April] 1939; ibid. 41:1187 [June] 1940). All the 
patients had the chronic form of the disease. There is a striking resemblance in 
these cases as far as the distribution goes. Besides the face (swelling of the 
eyelids), the cut-out area of the neck, elbows, knees and knuckles of the hands 
seem to be the most favored sites for the cutaneous eruption. The myositis in 
the patient presented tonight is not pronounced, but the history of muscular weak- 
ness at the onset, the extreme tenderness of the muscles and Dr. Machacek’s 
observations on the section of muscle seem to favor the diagnosis as presented. The 
cause of these eruptions remains obscure. Sensitization to sunlight is suggested 
by the distribution of the eruption and the high coproporphyrin content in the 
urine. Mechanical irritation, like stretching of the skin over the joints, may 
account for the other localization. These localizations are also found in pellagra; 
yet the main feature of pellagra is the nicotinic acid deficiency. 


Dermatitis Medicamentosa (Arsphenamine). Presented by Dr. CHARLES W. 
McNirtt (by invitation). 


E. A., a man aged 36, is presented from the Vanderbilt Clinic, complaining 
of a generalized eruption of two years’ duration. Two years ago, after a diagnosis 
of neuralgia and rheumatism was made, the patient received eight to ten injec- 
tions (probably of a gold compound). Shortly after this treatment, it was dis- 
covered that he had a positive Wassermann reaction, and he was given twelve 
injections each of a bismuth compound and arsphenamine. Two months later a 
moderate eruption developed, and all treatments were discontinued. Six months 
later administration of the arsenicals was started again but had to be stopped 
because of the eruption with severe itching. He was given injections of calcium, 
but the eruption became worse, and the skin began to peel and became red and 
swollen, with a serous exudate. The entire body was affected with the exception 
of the palms and soles. His hair fell out almost completely, but the nails were 
not lost. 

Examination shows that the patient has lost much of the hair of the head, 
eyebrows, beard, axillas and pubic region; the remaining hair is short and bristly. 
The nails are all present. The skin of the entire body with the exception of the 
hands and feet is involved in a process representing the end result of the previ- 
ously described exfoliative dermatitis. There is a general bluish violet tinge to 
the skin, most evident across the upper part of the chest, with a reticulated mottled 
appearance, which in places is purplish and in others shows brownish hyperpig- 
mentation. There is evidence of atrophy of the skin, with wrinkling and fine 
networks of depressed areas. Telangiectasia is present. On the volar aspect of 
the forearms are linear, branched, violaceous areas with definite induration. There 
is glossitis and atrophy of the tongue, especially of the anterior two thirds. 

In a spectrographic study of the skin gold and bismuth were not detected, but 
silver was present (0.0008 mg. per gram of dried tissue, or 0.0003 mg. per gram 
of tissue as received). The Wassermann reaction of the blood was negative in 
both alcoholic and cholesterol antigens. The Kline test gave a negative result. 
A blood count showed 106 per cent hemoglobin and 5,200,000 erythrocytes and 
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5,900 leukocytes per cubic millimeter, with a differential count of 69 per cent 
polymorphonuclear leukocytes, 28 per cent lymphocytes, 2 per cent monocytes 
and 1 per cent eosinophils. The determinations of arsenic were as follows: 
0.055 mg. per hundred grams of dry blood, 0.10 mg. in the twenty-four hour 
specimen of urine and 0.008 mg. per hundred grams of dry skin. The copro- 
porphyrin content of the twenty-four hour specimen of urine was 0.010 mg. 
Histologic examination was not completed at the time of presentation. 


Note.—Histologic examination later was reported as showing poikiloderma. 


DISCUSSION 


Dr. CHarLEs W. McNirtrt (by invitation): I should like to ask the members 
whether they will try to answer questions along three lines: Is atrophy such as 
this man presents likely to.follow arsenical dermatitis? Is it more consistent with 
poikiloderma? Or does it represent the changes one might find after lichen 
planus? I mention this third condition largely because of an interesting history 
which Dr. Harris gave me this evening. Arsenical dermatitis seemed to be the 
most probable diagnosis from the history of a dermatitis directly following the 
administration of an arsenical. The red, exudative, painful, peeling skin is con- 
sistent with exfoliative dermatitis. There was loss of hair but no loss of nails. 
Poikiloderma was thought of, and Dr. Machacek told me tonight that that seemed 
to be the diagnosis which the histologic picture most closely resembled. In refer- 
ence to the history of lichen planus given by Dr. Harris, I feel that the question 
of the possibility that the arsenic stirred it up is an interesting one. 

Dr. JoHN H. Harris (by invitation): This man was sent to my office two 
years ago by one of the insurance companies. At that time he had a papular 
eruption which was practically universal, reticulated and violaceous. I made a 
clinical diagnosis of lichen planus and took a biopsy specimen, which was examined 
by Dr. Fraser. He reported that histologic examination showed the microscopic 
structure of lichen planus. At that time the patient stated that the eruption 
followed an accident, and he was claiming compensation. It is a known fact that 
lichen planus does leave pigmentation and also scarring. While I have never seen 
such decided scarring and pigmentation following lichen planus as this man pre- 
sents, it is my opinion that it is still possible and probable that the condition he 
presents tonight is a result of the former severe lichen planus which he had. 
I do not think the eruption he presents at this time is associated with any 
medicine he has been taking or was given. 

Dr. SAMUEL M. Peck: In most cases exfoliative dermatitis following arsenic 
medication does not result in a clinical picture such as this patient presents. The 
hair that is lost during the course of exfoliative dermatitis is in most instances 
accompanied by loss of nails. However, it is unusual for the hair not to grow 
back. The alopecia differs from that seen in alopecia areata, because there seems 
to be actual atrophy of the skin. The hyperpigmentation which persists after any 
severe cutaneous eruption is due to a deposit of melanin free in the tissues, not 
in chromatophores. This sort of pigmentation is a form of autotattooing which 
persists for a long time. , 

Dr. HerMAN GoopMAN: Will Dr. Peck dilate on the difference between 
loss of hair in alopecia from arsenical dermatitis and that in alopecia areata of 
the universal type? 

_Dr. SamMuet M. Peck: In answer to Dr. Goodman, I take it that he agrees 
with me that in alopecia areata there is no scarring. 

Dr. HERMAN GoopMAN: There is no scarring after arsphenamine dermatitis 
either, as far as I know. 

Dr. A. Benson CANNON: I have observed 7 such cases as this one and pre- 
sented 2 before this section and the New York Dermatological Society (ArcH. 
DerMAT, & SypuH. 36:1297 [Dec.] 1937; 38:822 [Nov.] 1938). In 5 of the cases 
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the changes in the skin—atrophy, pigmentation, telangiectasia and alopecia 
—followed an arsphenamine dermatitis, while in the other 2 cases there was 
no history of taking arsphenamine but the patients had taken arsenic by mouth. 
In a case which Dr. Karelitz had been studying, the patient carried a 
dead fetus for a year and a half. Dr. Howard Fox presented a patient with 
similar atrophy and pigmentation of the skin before the New York Dermatological 
Society two or three years ago and presented the patient again last year and 
suggested the diagnosis of poikiloderma (ArcH. DerMat. & SypuH. 38:115 [July] 
1938). This patient had taken arsenic. In all likelihood, I think one might find 
that arsenic is the cause of the changes in the skin of the patient who is presented 
tonight, and I believe he should be thoroughly investigated for arsenic retention. 

Dr. Marie Kare.itz (by invitation): The patient of mine whom Dr. Cannon 
mentioned was operated on and has greatly improved since then. She still has 
the alopecia, but the skin is not as atrophic as it used to be. The hyperpigmenta- 
tion has also decreased a great deal. 

Dr. HERMAN GoopMAN: Did all these patients have arsenic or arsphenamine, 
or did they have a bismuth compound in addition? In 1 case there was a question 
of whether arsenic or arsenic and bismuth led to the pigmentation. 

Dr. A. BENSON CANNON: I cannot remember whether the patients had a 
preparation of a heavy metal in addition to the arsphenamine or not, but I pre- 
sume that they did. In the 2 patients who received no arsphenamine but took 
arsenic by mouth for other purposes, there was no history of a heavy metal 
compound having been given. 

Dr. Davin Broom: I feel that the alopecia which is associated with an 
arsphenamine dermatitis and persists for a long time and which, as in this case, 
may be permanent is due not to the effect of the arsenic on the skin but to that 
on the sympathetic nervous system. If I understood Dr. Peck correctly, he 
expressed the same thought. 

Dr. Louis Cuarctn: I know that I have seen this type of pigmentation and 
this type of skin in patients who have been given and have been found sensitive 
to the trivalent arsenicals. I also know that I have not observed such a condition 
following lichen planus. It is not a common sequela of the organic arsenicals 
and does not occur from bismuth. I think it is a peculiar arsenical dermatitis, 
a type not associated with much exudation but rather with scaling. In time the 
hair will grow again and the pigmentation will disappear. It may take a year or 
two. I recall a recent case under my observation with pigmentation of this type 
following the taking of arsphenamine. When the acute inflammatory process 
subsided, the pigmentation lasted about a year and disappeared, leaving some 
atrophy of the skin. That patient also had alopecia of the type shown by the 
patient presented tonight and now has a full head of hair. 

Dr. Paut Gross: I wonder whether the telangiectasia and the alopecia could 
not be interpreted as vascular damage due to arsenic. 

Dr. Eucene F. Traus: To arrive at a conclusion as to causal relations in a 
case like this one has to take into consideration, naturally, all the symptoms pre- 
sented by the patient, and I do not know of any condition except that due to the 
ingestion of arsenic, particularly the types used for the treatment of syphilis, that 
would account for such a picture. While this condition is not common, it does 
occasionally follow antisyphilitic treatment. I believe, therefore, since in this 
particular case no other single condition will account for all the changes shown, 
that it must be accepted as a case of dermatitis following arsenical treatment. 

Dr. CHARLES WotF: Lichen planus is occasionally followed by atrophy, but 
one never sees generalized lichen planus followed by disseminated atrophy, as in 
this case. There must be a secondary factor to produce this particular sequela. 
There is a possibility that the sympathetic nervous system may have played a 
role, as suggested by Dr. Bloom. The arsenical which was given to this patient 
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at a later date might have attacked the nervous system, with the consequence of 
producing this atrophy or pseudoatrophy and destruction of hair follicles. 


Dr. E. WILLIAM ABRAMOWITz: I thought that this patient might well have all 
the symptoms he presents tonight from the arsphenamine medication. Poikiloderma- 
like changes have been reported by Griitz and others (Poikilodermeiartiger Folge- 
zustand nach universeller Salvarsandermatitis, Zentralbl. f. Haut- u. Geschlechtskr. 
36:722 [April 5] 1931) as following a dermatitis due to arsphenamine. An unusual 
feature in this case is the glossitis. All forms of stomatitis are rather uncommon 
with arsphenamine reactions. Also, keratosis of the palms and soles, so charac- 
teristic of arsphenamine eruptions, is absent. He presents two keratotic lesions 
on the trunk, which are probably arsenical keratoses. 


A Case for Diagnosis (Morphea? Lichen Sclerosus et Atrophicus of 
Hallopeau?). Presented by Dr. PAu Gross. 


W. N., a dock builder aged 57, presented from the Hospital for Joint Diseases, 
complains of an eruption on both legs of two and one-half years’ duration. About 
four years ago osteoarthritis of both hips was diagnosed, and it was also found 
that he had a moderate degree of general arteriosclerosis. Neurologic examination 
gave negative results. He complained of a burning sensation in both legs. 

Examination shows on the outer surface of both legs irregularly shaped, up 
to palm-sized patches in which the skin appears whiter, thin and somewhat 
wrinkled. In some places the follicles seem to be slightly enlarged. On the 
periphery there is a slightly erythematous zone but no typical lilac ring. 

Histologic examination by Dr. Machacek showed hyperkeratosis, with some 
follicular plugging and atrophy of the epidermis, with loss of rete pegs. The 
corium just beneath the epidermis showed a pale glassiness. Fine fibrils were 
present. The superficial capillaries were dilated, and there was a focal peri- 
vascular infiltration of lymphocytes. Spindle-shaped cells were increased. In the 
glassy, finely fibrillar area there was a diminution or absence of elastic fibers. 
The histologic picture was compatible with the diagnosis of lichen sclerosus et 
atrophicus. 


Lichen Sclerosus et Atrophicus. Presented by Dr. Ricnarp J. KeELty. 


A. M. R., a girl aged 17, is presented for Dr. Bazemore from the Vanderbilt 
Clinic. She has had an eruption for nine months which involves the posterior 
surface of the right wrist, the area over the sternum, the left side of the neck 
and the left ankle. The lesions are irregular in outline, atrophic and of a peculiar 
whitish color. In the centers horny plugs can be seen. 

Histologic examination on Aug. 8, 1939 showed that although the section 
represented a superficial portion of skin, the changes in the skin appeared to be 
those which occur in cases of lichen sclerosus et atrophicus. 

Treatment has consisted of superficial desiccation at intervals of two weeks. 


Lichen Sclerosus et Atrophicus. Presented by Dr. RicHarp J. Ketty. 


R. S., a woman aged 50, is presented for Dr. Bazemore from the Vanderbilt 
Clinic. On admission to the clinic on June 21, 1938 she complained of an eruption 
on the neck and shoulder of one year’s duration. The lesions were irregular in 
outline and were composed of atrophic white papules, which were surrounded by 
a narrow erythematous area. The serologic tests for syphilis gave negative results. 
Histologic examination showed typical changes seen in cases of lichen sclerosus 
et atrophicus. 

On October 7 treatment was begun with superficial desiccation at intervals of 
two weeks. The patient has improved greatly. There is much normal epithelium 
at the sites of the old lesions. 
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DISCUSSION ON CASES OF LICHEN SCLEROSUS ET ATROPHICUS 


Dr. Davin Bioom: The result of the treatment in these cases seems to me 
cosmetically better than that which I have observed from spontaneous involution 
of the lesions. 

Dr. E. Witit1am AsramowitTz: Is the diagnosis accepted? One of the patients, 
a woman, I believe was seen at the Skin and Cancer Unit of the New York Post- 
Graduate Medical School and Hospital some time ago. She presented lesions on 
the back of the trunk. The result of desiccation of the lesion is excellent. 

Dr. Paut Gross: The case shown by me is presented for diagnosis. 

Dr. BazemoreE (by invitation): The histologic diagnosis for the third patient 
by Dr. Machacek was lichen sclerosus et atrophicus. I started treatment with 
desiccation every two weeks for about six months and then every three weeks. 
For the past six months: I have just been following her, without further treatment. 


A Case for Diagnosis (Dermatolysis?). Presented by Dr. Beatrice M. 
KESTEN. 


Miss M., aged 27, is presented from the Vanderbilt Clinic, complaining of an 
eruption involving the neck, wrists, chest and abdomen of six years’ duration. 
After loss in weight of 20 pounds (9 Kg.), the patient noticed that the skin in the 
aforementioned areas became lax, easily stretched and wrinkled. The condition 
has remained about the same since then, with no symptoms except possibly slight 
dryness. She has used various creams to soften the skin but has noticed no change. 

The Wassermann reaction was negative. The basal metabolic rate was —/7 
per cent. The urine was normal. A blood count showed 90 per cent hemoglobin 
and 4,930,000 erythrocytes and 7,600 leukocytes per cubic millimeter, with a differ- 
ential count of 77 per cent polymorphonuclear leukocytes, 12 per cent small 
lymphocytes, 4 per cent large lymphocytes, 7 per cent monocytes and no basophils 
or eosinophils. Chemical examination of the blood showed 88 mg. sugar, 24 mg. 


nonprotein nitrogen, 3.3 mg. uric acid, 11 mg. urea nitrogen and 180 mg. cholesterol 
per hundred cubic centimeters. 

The histologic diagnosis was dermatolysis (aplasia of the elastic tissue). The 
epidermal changes were not striking. Superficial vessels showed an increase of 
perivascular cells. Sections stained for elastic tissue (with orcein) showed the 
development of elastic tissue to be sparse. This was most evident in the deeper 
part of the corium, where elastic tissue was seen only in localized foci. 


DISCUSSION 

Dr. HERMAN GoopMAN: This patient looks much like one whom the late Dr. 
Clarke showed twenty years ago with a diagnosis of pseudo xanthoma elasticum 
(ArcH. Dermat. & SypuH. 4:419 [Oct.] 1921). Was there elastorhexis or a 
jumbling of the elastic tissue in small clumps? Three or 4 cases were reported 
many years ago. I recall that there was a diamond-shaped clearage in the 
creases unlike the wrinkling in old age. This patient showed such formation. 
Each diamond had a slight protrusion, and it was a little bit off color. The 
lesions in the axilla have been described previously. Some years ago Jones, 
Alden and Bishop (Arcu. Dermat. & SypH. 27:424 [March] 1933) reported 
similar cases in which there were likewise streaks in the retina. It might be 
well to make an examination in this case to prove the presence or absence of 
these retinal streaks. 

Dr. J. GARDNER Hopxrns: It did not seem to me that this patient showed the 
yellow color of pseudoxanthoma. I remember the histologic section. It showed 
no clumping of elastic tissue but a loss of elastic tissue. 

Dr. G. F. MacHAceK: The biopsy specimen was taken from the abdomen, as 
I remember. There were a sparseness and fragmentation of the elastic tissue rather 
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than the clumping ordinarily seen and considered to be typical of pseudoxanthoma. 
However, if I remember correctly, no biopsy specimen was taken from the neck. 

Dr. GeorGE C. ANDREWS: I happen to remember the case mentioned by Dr. 
Goodman. I do not see any reason for classifying it as one of pseudoxanthoma, 
as it is a classic case of dermatolysis or cutis laxa. 

Dr. E. WiLtt1AM ABRAMOWITz: I recall a report (Frost, K.: Pseudoatropho- 
derma Colli in Sisters, ArcH. Dermat. & SypH. 40:755 [Nov.] 1939) in which 
the lesions described bear a close resemblance to those in the case presented 
tonight. 

Dr. Marion B. SuLzBerceR: In this case I think it is possible that the patient 
may have a partial Ehlers-Danlos syndrome. The skin is elastic everywhere and 
is stretchable but not lax. There is a peculiar, soft, velvety feeling to the skin 
which is characteristic, I think, of those cases. I should like to ask Dr. Machacek 
if the histologic observations would be in consonance with that diagnosis. 

Dr. G. F. MacHacek: I can only say that the histologic picture fitted in with 
the changes known as dermatolysis. There was a loss of elastic tissue, or at 
least fragmentation, and I think that accounts for the looseness and peculiar 
texture of the skin. There is no elasticity, in spite of the looseness of the skin. 

Dr. J. GARDNER Hopkins: My impression was that these two conditions are 
rather the converse of each other. With the Ehlers-Danlos syndrome the skin is 
hyperelastic and shows an excess of elastic tissue, while with dermatolysis the skin 
loses its elasticity and the elastic fibers are diminished. 

Dr. Davin Btoom: On clinical grounds I would diagnose this case as one of 
pseudoxanthoma elasticum. 

Dr. EuGeneE F. Traus: From a single inspection of this patient, it is prac- 
tically impossible to arrive at a clinical diagnosis, but I doubt that several of 
the conditions mentioned should be considered. The case certainly does not seem 
to me to be one of pseudo xanthoma elasticum, which I do not believe as a rule 
is so widespread a condition as that presented by the patient tonight. The diag- 
nosis of dermatolysis made by Dr. Machacek on the examination of the removed 
tissue may explain some of the changes, but I believe the case has to be studied 
further and should be reported again. 

Dr. Beatrice M. Kesten: I am afraid the condition in this case will have to 
be considered a symmetric loss of elastic tissue of the skin, both clinically and 
histologically. 


Scleroderma with Secondary Unilateral Muscular Atrophy. Presented by 
Dr. Ropert R. M. McLAuGHLIn (by invitation). 


J. C., a man aged 55, is presented from St. Luke’s Hospital, complaining of an 
eruption of fourteen years’ duration on the left leg and left arm. The onset 
followed high voltage roentgenotherapy for pains in the ankle and knee. The 
patient received ten treatments, the last one being fourteen years ago. The pains 
in the joints disappeared, but the muscles of the leg have slowly atrophied to their 
present size. The skin was at first reddened along the anterior surface of the 
shin and became thickened and glazed. About the same time the cordlike lesion 
of the skin on the outer aspect of the left arm appeared. At times the lesions 
have been painful. . 

- Examination shows on the left leg an elongated thickened mottled area, with 
a smooth waxy surface. The central portions are ivory yellow. They are sur- 
rounded by peripheral discoloration that appears to be pigmentation. The cordlike 
lesion on the left arm is covered with similar smooth, glazed, yellow skin. The 
feet show clinical dermatophytosis and recurrent cyanosis of the great toes. 
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The urine was normal. Chemical examination of the blood showed 14.7 mg. 
urea nitrogen, 110 mg. sugar, 5.2 mg. chlorides, 11.5 mg. calcium and 175 mg. 
cholesterol per hundred cubic centimeters. Examination of the urine for arsenic 
gave negative results. 

DISCUSSION 

Dr. CHARLES WotF: I do not know whether Dr. McLaughlin intended to 
suggest that the atrophy was a result of roentgenotherapy. If he did, I should 
like to give my viewpoint on that particular question. Scleroderma has been 
treated with roentgen rays on many occasions, with varying results. Cases have 
been observed for years, and no atrophy of muscles has resulted from the admin- 
istration of the roentgen rays. Furthermore, roentgen rays are being used in 
tremendous doses every day and have been for the past fifteen to twenty years, 
with high, low and intermediate voltages, and at no time, especially in cases of 
cancer of the larynx, in which the doses given are tremendous, has anything that 
resembles atrophy of the muscles occurred. I think, therefore, it is far fetched to 
attribute muscular atrophy in this case to roentgenotherapy. 

Dr. Ropert R. M. McLauGuuin (by invitation): I should like to clear up 
some points. When the patient arrived here he was recognized by some of the 
members who treated him at the Skin and Cancer Unit of the New York Post- 
Graduate Medical School and Hospital, I believe, about eight years ago. He did 
receive some roentgenotherapy at that time for the cutaneous lesions. I really think 
his condition is scleroderma associated with or preceded by pains in the joints and 
followed by muscular atrophy. There is atrophy of the muscles of the left arm 
where he did not receive any roentgenotherapy. The whole condition ‘is unilateral, 
involving the left side of the body. The patient has a fixed idea that the atrophy 
of the muscles is due to the roentgenotherapy that he received fifteen years ago. 


A Case for Diagnosis (Granuloma Annulare? Papulonecrotic Tuberculid?). 
Presented by Dr. E. Wi1LLt1AM ABRAMOWITZ. 


Y. F., a woman aged 43, is presented from the Skin and Cancer Unit of the 
New York Post-Graduate Medical School and Hospital, complaining of an erup- 
tion on the back, shoulders, chest and arms of three years’ duration. 

The aforementioned areas show pinhead-sized to pea-sized, elevated, bluish red 
papules, some having slight umbilication and others forming rings. Some of 
the lesions show follicular, crusted plugs, and some are pustular. On the arms 
and legs there are discrete, similar lesions, some showing definite necrosis. On 
the lower part of the back there is extensive macular atrophy. 

The Wassermann and Kahn reactions were negative. Tuberculin tests showed 
the following results: 1 plus with a dilution of 1 to 1,000,000, 2 plus with a 
dilution of 1 to 100,000 and 4 plus with a dilution of 1 to 10,000. Histologic 
examination showed the “structure of granuloma annulare.” 


DISCUSSION 

Dr. Maurice J. CosteLLo: I believe Dr. Morse described a case six or seven 
years ago (Morse, J. L.: Lichenoid Sarcoid [Boeck], New York State J. Med. 
33:686 [June 1] 1933) which might apply to this one. It was described as a 
case of lichenoid sarcoid. 

Dr. Davin BLoom: The decided hypersensitivity to tuberculin is more in favor 
of the diagnosis of papulonecrotic tyberculid than of that of granuloma annulare 
or sarcoid. 

Dr. E. Witt1am AsrAmowitTz: This condition is microscopically granuloma 
annulare. I added the diagnosis of papulonecrotic tuberculid because of the fact 
that the lesions on the elbows and knees resembled that disease more than any 
other, whereas the lesions on the back in some instances had the appearance of 
granuloma annulare but in other instances did not. Some of them had more the 
appearance of sarcoid, 
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Tuberculid with Rosacea-Like Manifestations. Presented by Dr. G. F. 
MACHACEK. 


A. S., a woman aged 32, is presented for Dr. Bazemore, from the Vanderbilt 
Clinic, complaining of an eruption on the face and neck of twenty-eight months’ 
duration. The lesions are erythematous and papular, with some superficial 
scarring and some depressions. On admission the lesions were widespread, located 
on the forehead, cheeks, chin and neck, and were of such intensity that they gave 
the impression of being a contact dermatitis. 

The histologic report on April 5, 1938 was that of typical tuberculid. A roent- 
genogram of the chest on April 11 showed calcified apical shadows, interpreted as 
healed minimal tuberculosis. On admission the patient reacted to tuberculin in 
a dilution of 1 to 100,000 (reaction of 3 cm.). 

Treatment was started with tuberculin in a dilution of 1 to 10,000,000, with 
a weekly increase of 0.1 cc. During the treatment she has slowly improved. She 
has reacted from time to time with dilutions as high as 1 to 100,000,000. For the 
past six months she has been given 0.1 cc. of a 1 to 10,000,000 dilution. From 
this dilution she has had infrequent reactions that were followed by definite 
improvement. The reason for the diminished dosage was the occurrence of reac- 
tions of increasing severity. 


Tuberculid with Rosacea-Like Manifestations. Presented by Dr. G. F. 
MACHACEK. 


E. P., a woman aged 31, is presented for Dr. Bazemore, from the Vanderbilt 
Clinic, complaining of an eruption on the face for four years and nine months. 
The lesions are erythematous, papular and pustular, with some scarring. 

A roentgenogram of the chest on May 18, 1939 showed a few small shadows 
of calcium in the left hilus. Bronchovascular markings were somewhat exag- 
gerated. The condition was interpreted as minimal healed tuberculosis. Histologic 
examination on April 6, 1938 showed cystic comedones surrounded by tuberculid 
granuloma. 

On admission the patient was sensitive to old tuberculin in a dilution of 1 to 
10,000,000, with a reaction of 3 cm. in diameter. Treatment was started with old 
tuberculin in a dilution of 1 to 1,000,000,000, begining with 0.1 cc. and increasing 
the dose 0.1 cc. a week. It was found that the sensitivity changed. When reac- 
tions occurred the eruption tended to clear. The eruption has cleared on numerous 
occasions but has recurred. Three weeks ago the patient states she had a “cold.” 
At this time the eruption recurred. Since then it has responded to treatment. 


Tuberculid with Rosacea-Like Manifestations. Presented by Dr. G. F. 
MACHACEK. 


F. C., a woman aged 29, is presented for Dr. Bazemore from the Vanderbilt 
Clinic, complaining of an eruption on the face of five and one-half months’ dura- 
tion from its onset to the time that it cleared up under treatment. The lesions 
were erythematous, papular and pustular. 

A roentgenogram of the chest on June 29, 1939 showed minimal healed tuber- 

culosis. Histologic examination on May 18 showed typical tuberculid, composed 
of tiny epithelioid tubercles. On admission to the clinic the patient was sensitive 
to old tuberculin in a dilution of 1 to 100,000 (reaction 6 cm. in diameter). The 
following week she had a reaction to a dilution of 1 to 1,000,000. 
_ Treatment consisted of injections of old tuberculin, in a dilution of 1 to 
100,000,000, 0.1 cc. once a week. After five weeks she had a reaction, and the 
lesions cleared. She was given a vacation for two weeks, and the lesions recurred. 
Treatment was continued, and she had reactions weekly for four weeks, after 
which the lesions cleared a second time. After this she was given four more 
injections. Since that time (Oct. 26, 1939) she has been observed and her face 
has been clear. 





388 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


DISCUSSION ON CASES OF TUBERCULID WITH ROSACEA-LIKE MANIFESTATIONS 


Dr. BAZEMORE (by invitation): I have been following these cases for the past 
two years. Histologic examination of tissue from 1 patient showed small epi- 
thelioid tubercles. After she had a reaction to the old tuberculin, the lesions 
cleared rapidly. I noticed this in the other 2 cases also. In the third case I did 
not know exactly when to stop treatment, and the patient returned in two weeks 
with a recurrence. I treated her four weeks longer until she cleared up and then 
continued treatment once a week for another month. As for the other cases, 
I do not know whether the infiltrated lesion in the 1 case should be called 
rosacea-like tuberculid or lupus miliaris disseminatus faciei. It belongs in one 
of those two groups. The condition is progressively getting better, but the 
improvement has been a slow process. The patient with the acute eruption at 
present has been treated in the same way. Every time she gets an acute reaction, 
there is a tendency for the lesions to clear up quickly. 

Dr. Marion B. SULZBERGER: As far as one can determine on inspection alone, 
the 2 cases in which lesions still show tonight seem to be examples of rosacea-like 
tuberculid. The additional evidence Dr. Machacek has brought out confirms that 
diagnosis based on clinical inspection. I think the hypersensitivity to tuberculin, 
which in these cases was extreme, is certainly in favor of that diagnosis. The 
majority, at least, of patients with lupus miliaris disseminatus faciei are hypo- 
sensitive to tuberculin, i. e., are even less sensitive than the majority of normal 
persons. I do not believe the fact that the tubercles in 1 case were larger than in 
the other is against rosacea-like tuberculid. However, I think if one found his- 
tologic evidence of caseation, that would be against that diagnosis. I believe that 
these cases are of practical importance, and that such conditions are not at all 
uncommon and are often erroneously diagnosed as rosacea or acne. They are 
observed in private and in clinical practice with a fair degree of regularity and 
seem to be more common in women. Dr. MacKee and [ had similarly good 
results from the intracutaneous injection of old tuberculin in some patients with 
these eruptions (ArcH. Dermat. & SypuH. 31:159 [Feb.] 1935). Were any of 
these patients first given the orthodox treatment for rosacea? If so, how did they 
respond? I should also like to know what tuberculin was used. Was it old 
tuberculin from the board of health? 

Dr. E. Witt1AM AsBRAMOWITz: Is treatment with tuberculin more effective 
and safer than treatment with a gold compound would be? After all, these 
patients have some old healed foci, usually in the chest. 

Dr. EuGene F. Travus: Speaking of therapy in a small group of cases, 
possibly 5 or 6, I have had excellent results with small doses of ultraviolet radia 
tion or with irradiation from a quartz mercury vapor glow lamp, together with 
white lotion N. F. All of the patients had a positive diagnosis that was based 
on removed sections of skin, and all the conditions cleared up in less than six 
months. Two or three that I was able to follow for several years remained 
entirely well, without new lesions. This type of treatment is absolutely foolproof 
and devoid of any danger of reaction, as might be expected from any type of 
injection. 

Dr. Lewis B. Ropinson: I presented 1 of these cases a year ago, and at that 
time Dr. Sulzberger did not accept the diagnosis of rosacea-like tuberculid. 

Dr. CHarLEs W. MeNirtt (by invitation): I should like to have a little more 
information about the technic of the injections. How does one decide what dilu- 
tion to use? Do the patients get any flare-up of the lesions on the face? Is it 
a local or a focal reaction? Do the physicians judge the effect by the local 
reaction in the skin? 

Dr. BAzEMORE (by invitation): Only 1 of these patients had had previous 
treatment. She had treatment with white lotion N. F., salicylic acid and other 
medicaments. The others had no treatment whatsoever. The old tuberculin 
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I used is that obtained from the board of health. As for technic, I have made 
it a rule to start off by making cutaneous tests of these patients with a dilution of 
1 to 100,000,000. If there is no reaction in four or five days, the test is made with 
a dilution of 1 to 10,000,000, and the dilution is decreased until a reaction is 
obtained. If the patients react to a dilution of 1 to 1,000,000, I go back to the 
dilution of 1 to 10,000,000 and give 0.1 cc., increasing the dose 0.1 cc. a week. 


Dr. JosepH J. Etter: I have had several cases of this type in which the con- 
dition did not respond to the ordinary treatment for acne rosacea but did respond 
satisfactorily to the gold therapy. I should like to hear from other members who 
have had good results also from gold therapy and should like to know whether 
the results with tuberculin were just as good or better than with a gold compound. 
I agree with Dr. Abramowitz that there is a possibility of danger in giving 
injections of tuberculin to a patient with latent tuberculosis and wonder if use 
of gold compounds is not a safer form of treatment. 


Dr. Marion B. SutzBercGer: I have had relatively little experience with 
patients with rosacea-like tuberculid treated either with a gold compound or with 
tuberculin, as my total number does not exceed 15, but I have, of course, had 
sufficient experience with both substances in the treatment of other conditions. 
The only unpleasant sequelae I have seen have been with a gold compound. For 
example, I had 1 patient nearly die after injection of 25 mg. of gold sodium 
thiosulfate. I have seen no flare-ups with the tuberculin treatment except of the 
cutaneous foci. In treating tuberculoderms with tuberculin, one not uncommonly 
produces focal reactions in or around the cutaneous lesions, and these focal reac- 
tions sometimes seem to exert a beneficial effect. I have, of course, always 
examined patients thoroughly before starting tuberculin desensitization and have 
never instituted this treatment in patients with suspected or actual active foci in 
the lungs or other vital organs. I have used tuberculin only in patients with 
healed, i. e., calcified, lesions in the lungs. I suspect that it would be relatively 
safe to use the proper technic of tuberculin desensitization even in a patient 
with active lesions in the lungs, but I do not know whether it would always be 
entirely safe to use a gold compound in such a case. 
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Branchial Cyst. Presented by Dr. Grorce C. ANDREWS. 


F. B., a Negress aged 21, was referred to the dermatologic department from 
the medical division of Vanderbilt Clinic in November 1938 because the result of 
a routine Wassermann test was 4 plus. 

A cystic lesion was noted above the right ear on Feb. 8, 1940 and was said 
to have been present for two months. The lesion was aspirated, and 0.5 cc. of 
yellow turbid fluid was obtained. No tenderness or inflammation was noted. 
The aspirated fluid is yellowish, honey colored, thin and watery. The upper part 
of the ear is tilted outward as a result of deformity of the cartilage. A bony 
depression is evident beneath the lesion. Antisyphilitic treatment had no effect 
on the lesion. 

DISCUSSION 


Dr. ANDREW J. Gmmour: The lesion is probably not a sebaceous cyst 
because it became so soft in such a short time. A sebaceous cyst stays fairly 
hard for a longer time. This might possibly be a gumma., 
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Dr. L. P. BARKER (by invitation): The fluid aspirated from the lesion is 
clear and straw colored and jells on standing. I have never seen this type of 
fluid obtained from a sebaceous cyst. Another interesting feature is that the 
bone of the skull beneath the cyst is depressed. A surgeon in consultation agreed 
with the diagnosis of branchial cyst, probably of the first branchial cleft. 


Pyoderma. Presented by Dr. Greorce M. Lewis. 


J. C., a girl aged 14, attended the New York Hospital for the two months 
before presentation. Previously she was treated in another institution for acute 
meningitis and acute mastoiditis on the right side. Later she was treated for 
hepatomegaly, splenomegaly and a superficial ulcer of the leg. She made slow 
recovery after surgical and medical treatment. The wound resulting from the 
mastoidectomy never completely healed. When she was first observed at New 
York Hospital, there was a deep sluggish ulcer of the left leg with considerable 
undermining of the edges. Pus could be expressed from all sides of the lesion. 
There were also lesions of impetigo on the face and hands. Cultures of material 
from the mastoid sinus and also from the ulcer of the leg revealed Staphylococcus 
aureus and nonhemolytic and beta hemolytic streptococci. The hemogram was 
normal. The Wassermann reaction was negative. Cod liver oil and generalized 
ultraviolet radiation were given. She received sulfanilamide on two occasions. 
The ulcer healed considerably but still showed the same characteristics as noted 
on her first visit. 

DISCUSSION 

Dr. Maurice J. Costetto: I suggest that in addition to the administration 
of sulfanilamide, zinc peroxide paste be applied in the manner outlined by Dr. 
Meleney. He thinks that the results are superior when both medicaments are 
used together than when either is used alone. The zinc peroxide is used to fill 
the wound, and the dressing is made as air tight as possible. 

Dr. ANDREW J. GitmMouR: I suggest that the patient have the lesion on the 
leg strapped with adhesive plaster, leaving only enough room for the secretion 
to escape. I have done this and have also used a mild (10 per cent) mercurial 
ointment. That seemed to work well. How much improvement was due to the 
mercury and how much was due to the bandage I do not know, but the combina- 
tion helped greatly. 

Dr. Wivpert SAcHs: I suggest that tuberculin tests be made, and if the 
results are negative, I favor a diagnosis of multiple sphaceloderma. In these 
lesions all types of organisms may be found. It is difficult to prove whether or 
not a certain organism is the responsible agent. In the case that I reported, little 
seemed to help the patient, although everything was tried. 

Dr. Davin Btoom: This case is one of gangrenous pyoderma. As in other 
cases of this kind, there is a history of a previous debilitating illness. From 
observation of several cases I have come to the conclusion that the main treat- 
ment should consist of increasing the resistance of the patient by all means pos- 
sible, which should, of course, include a diet adequate in vitamins. Local treatment 
is of minor importance. 

Dr. E. Witt1AmM AsrAMowiTz: I observed my first case of this type at the 
Jewish Memorial Hospital a few years ago. A woman had colitis. There was 
no doubt that a high caloric diet and plenty of vitamins caused the lesions to 
disappear. Only a bland ointment was used locally. The lesions recurred when- 
ever she did not adhere to the diet. This child had several infections which were 
enough to break down her general resistance. I suggest that, irrespective of 
what local treatment is given, the child get plenty of vitamins and a high caloric 


diet. 
Dr. Georce M. Lewis: This patient has been and still is a problem, and 
the chronic ulcerative lesion is a result of her lowered resistance. 
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A Case for Diagnosis (Psoriasis Pustulosa? Dermatitis Exfoliativa?). 
Presented by Dr. E. WILLIAM ABRAMOWITZ. 


J. R., aged 53, formerly a furrier, born in Austria, has been under my care 
since Aug. 14, 1933. He was subject to asthma in 1917 and had his gallbladder 
removed in 1930. He is in apparently good health except that he is constipated. 

The eruption first appeared on the toes and then spread to the rest of the body. 
It disappeared for three years and then reappeared on the hands and spread to the 
chin and ears. When he was seen in 1933 the eruption had extended to the rest 
of the body, with patches of crusted vesicles and scaly areas of dermatitis which 
had been present for two years. There was some scaling between the toes. Exam- 
ination of the palmar vesicles for fungi gave negative results repeatedly except 
once. Since then the eruption has disappeared from the face and at times from 
the body. Vesicles and pustules have persisted on the palms. Extensive erythema- 
multiforme-like lesions have appeared on the trunk and the upper and lower 
extremities during the past three months; some of these lesions presented central 
pustules. The lesions on the body have receded somewhat, only to recur again 
during the past two weeks. There is considerable grooving of the finger nails. 

At present he has a profuse eruption of the body and face with exfoliation of 
the palms. His toes are clean, but vesicles are present on the soles. The original 
diagnosis of the lesions on the face was sycosis fungoides. Histologic examina- 
tion in 1935 of a lesion on the right palm showed pustular psoriasis. Numerous 
laboratory examinations have been of little help. Cutaneous tests showed that he 
is sensitive to paraphenylenediamine. He has had innumerable types of treatment, 
with little benefit. He is presented for diagnosis and for suggestions as to 
treatment. 

DISCUSSION 


Dr. ANTHONY C. Crpo_L_aro: I cannot offer an unequivocal diagnosis. The 
eruption appears to be one of possible psoriasis, becoming generalized and finally 
developing into dermatitis exfoliativa psoriatica. The tongue is red, patchy and 


somewhat edematous. These signs suggest an infection with Monilia. If Monilia 
is found, I think this patient should be treated with inhalations of ethyl iodide. 

Dr. GeorGE M. Lewis: The palmar lesions are typical of pustular psoriasis. 
Some of the lesions on the trunk and arms resemble seborrheic dermatitis. English 
physicians have stated the belief that psoriasis and seborrheic dermatitis are closely 
allied. Why could not this case be one of the transitional cases reported, in which 
from time to time the condition resembles one disease or the other? I have dis- 
continued using ethyl iodide, as my results were disappointing. I could not estab- 
lish that there was any more benefit from ethyl iodide given by inhalation than 
from potassium iodide given orally. Furthermore, in certain instances toxic effects 
led to discontinuing its use. Perhaps Dr. Cipollaro will tell why he advocates 
its use. 

Dr. ANTHONY C. Crpo_taro: The little experience which I have had with 
ethyl iodide convinces me that there are certain cases of fungous infection in which 
this method of treatment is of value. It is of value especially for extensive fun- 
gous infection which is recalcitrant to ordinary methods of treatment. I do not 
advocate inhalations of ethyl iodide in ordinary cases of dermatophytosis. 

Dr. Davin Broom: I am unable to make a definite diagnosis of pustular 
psoriasis of the palms in this case. However, this condition may at times assume 
an aspect which is not typical of pustular psoriasis. This diagnosis can therefore 
not be excluded definitely. 

Dr. E. Wittt1AM ABRAMOwI1z: I should like to review what happened in this 
case. The eruption started with a vegetative type of sycosis, which finally cleared 
up with clorhydroxyquinoline ointment. The patient had lesions on the body at 
times which reminded me of psoriasis. For a long time he had only the palmar 
eruption, which consisted of dry vesiculopustules, sometimes becoming necrotic 
in the center, suggesting papulonecrotic tuberculids. During the last few months 
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he had one attack similar to the present, a condition resembling toxic erythema. 
At that time he had a few alcoholic drinks. This time he had twelve or more 
drinks; two days later this generalized eruption appeared again. He has bad 
teeth. He had to stop working as a furrier for he found the handing of furs 
caused an aggravation of the eruption on his hands. The histologic examination 
suggested pustular psoriasis. Whether he has in addition to the pustular psoriasis 
a coincidental toxic eruption of some kind or an exfoliative psoriasis is still a 
question. 


Erythema ab Igne. Presented by Dr. Maurice J. CosTe.to. 


E. J., a married white woman aged 32, from Bellevue Hospital, had a genital 
syphilitic chancre in 1932, which was followed by a secondary eruption. At that 
time she had inadequate antisyphilitic treatment. On the upper third of the pos- 
teromedial aspect of the left thigh there is a dark brown reticulated eruption which 
appears to correspond roughly with the network of the superficial veins. There 
are a few superficial crusts on the noninfiltrated pigmented areas, and there is 
atrophy. The affected area corresponds to that part of the left thigh which came 
in contact with a heated radiator which the patient sat on. The patient was not 
aware of the presence of the eruption until three weeks ago. The right thigh is 
not similarly involved because she crossed the right leg over the left. 

The Wassermann reaction of the blood was negative three times in the past 
three weeks. The case is presented because the condition simulates a diffuse 


tertiary syphilid. 


Erythema Annulare Centrifugum. Presented by Dr. E. WiLtL1AM ABRAMOWITZ. 


V. R., a woman aged 31, came to the Skin and Cancer Unit of the New York 
Post-Graduate Medical School and Hospital with an eruption on her right thigh, 
which had been recurring since 1933. The present attack began two months ago. 
Previous to this she had been free of cutaneous lesions for four years. 

The patient presents annular, erythematous, elevated, somewhat scaly lesions, 
tending to group, with clearing in the central portions, on the left thigh. A few 
smaller lesions are present on the body and arms. 

She has been receiving ultraviolet therapy since December 1939. The histologic 
picture suggested erythema annulare centrifugum. 


DISCUSSION 


Dr. WicBert SAcHs: It is interesting to note that in many cases like this 
some one suggests the possibility of pityriasis rosea. Last year Dr. Lewis and I 
had a case in which the possibility of pityriasis rosea also was considered. 

Dr. Georce M. Lewis: In this case there is no clinical evidence of tinea of 
the feet or nails. This fact and the more evanescent type of lesion tend to rule 
out the diagnosis of infection due to Trichophyton purpureum, which sometimes 
simulates erythema annulare centrifugum. 

Dr. E. Wirtt1Am AsrAMowitTz: This is the third example of the disease that 
I have seen in women of approximately the same age and with circular lesions of 
the same distribution. The eruption disappeared in the others after ultraviolet 
irradiation but recurred. 


A Case for Diagnosis (Epithelioma [Flat Basal Cell? Bowen’s Dis- 
ease?]). Presented by Dr. Georce M. Lewis. 


K. F., a housewife aged 30, when examined at the New York Hospital stated 
that she first noticed a small red scaly lesion on the left side of the back two 
years ago. There was a gradual increase in its size, but it did not change in 
character. The condition had been treated as eczema by two local physicians. On 





SOCIETY TRANSACTIONS 393 


the left side of the back below the level of the tenth rib was an irregular dull red 
plaque with an elevated border. The surface showed some fine scaling. The 
central portion of the lesion appeared atrophic. 


DISCUSSION 

Dr. Maurice J. Costetto: I think this condition is a superficial type of basal 
cell epithelioma because of the definite raised, threadlike, pearly border. 

Dr. Max ScHEER: This condition is a superficial erythematoid type of basal 
cell epithelioma. One can usually recognize such growths clinically. 

Dr. WILBertT Sacus: [| think that clinically only a tentative diagnosis can be 
suggested. Microscopic examination should be made. I believe that on clinical 
grounds alone it is not always possible to differentiate between a superficial basal 
cell epithelioma and Bowen’s disease. 

Dr. IsapoRE RosEN: One should be able to make a differential diagnosis 
clinically between basal cell epithelioma and Bowen’s disease. The former has 
features which are quite different from those of the latter. In this instance I 
believe the condition is a superficial form of basal cell epithelioma. 

Dr. ANTHONY C. CIPOLLARO: My clinical diagnosis of this lesion is superficial 
basal cell epithelioma. Lesions like the one presented tonight are often mis- 
takenly diagnosed Bowen’s precancerous dermatitis. 

Dr. Greorce M. Lewis: In looking through the literature, I was struck with 
the difference in descriptions given for Bowen’s disease. Cases with the clinical 
appearance of the lesion present in this patient have shown the histologic changes 
of Bowen’s epithelioma. I agree that the most likely diagnosis is epithelioma of 
the flat type. 


A Case for Diagnosis (Parapsoriasis?). Presented by Dr. Max SCHEER. 


A. A., a man aged 52, came to the Skin and Cancer Unit of the New York 
Post-Graduate Medical School and Hospital on Jan. 13, 1940, with an eruption of 
the face arms, and legs of one year’s duration. 

The patient presents ill defined, slightly yellowish patches scattered over the 
face, forehead, arms, legs and torso. Some of the lesions are slightly edematous. 
He complains of pruritus. 

The Wassermann and Kahn tests gave negative reactions. 

Histologic examination showed a “superficial dermatitis.” 


DISCUSSION 


Dr. Davin Broom: I should like to know how long parapsoriasis may exist 
without showing microscopically the features of parapsoriasis. I have in mind a 
patient of mine with parapsoriasis en plaques of five years’ duration in whose case 
Dr. Satenstein’s histologic report was dermatitis. 

Dr. WiLsBert Sacus: Much depends on what tissue is taken for biopsy. This 
patient has on the arms the clinical features of parapsoriasis. I believe that tissue 
from the body would not show the picture of parapsoriasis. A biopsy specimen 
in this case should be taken from the arm. 


A Case for Diagnosis (Schamberg’s Disease?). Presented by Dr. Max 
SCHEER. 


.M. R., a man aged 40, came to the Skin and Cancer Unit of the New York 
Post-Graduate Medical School and Hospital on Feb. 10, 1940, with an eruption 
on the outer part of the left ankle of two years’ duration. 

Two years ago a patch of brownish discoloration appeared above the left ankle. 
Eight months ago a similar patch appeared on the left shin, and three months ago 
another patch appeared above the outer aspect of the right ankle. There is a patch 
the size of a silver dollar above the left ankle which is brownish and has a pur- 
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puric dark center the size of a 25 cent piece. The whole patch is more or less 
lichenified. The patch on the left shin is brownish, and the one near the right 
ankle is large and elongated. There are no subjective symptoms. The lesions are 
of the same color; there is no fading on pressure. There is no history of her 
having taken drugs except acetylsalicylic acid frequently for headaches and colds. 
There are a few cayenne pepper red spots in some of the lesions. 

A complete blood count showed the following: hemoglobin 88 per cent, erythro- 
cytes 4,500,000, leukocytes 7,450 and platelets 210,000 per cubic millimeter, with a 
differential count of 64 per cent polymorphonuclear leukocytes, 28 per cent lympho- 
cytes, 2 per cent eosinophils, 1 per cent basophils and 5 per cent monocytes. The 
tourniquet test gave negative results. 


DISCUSSION 

Dr. WiLBert SACHS: I saw some small cayenne pepper spots, and I thought 
I saw a few papular lesions. With papular lesions, one would have to also con- 
sider Gougerot’s pigmented and purpuric lichenoid dermatitis. 

Dr. ANTHONY C. CrpoLt_aro: The diagnosis of Schamberg’s progressive pig- 
mentation is seldom made. From what I read about that disease, I think the con- 
dition in this case fits in with that diagnosis. 

Dr. Georce M. Lewis: One lesion halfway between the ankle and the knee is 
directly under the leather in his garter. I think that this particular lesion is due 
to sensitivity to leather or dye. 


Lupus Erythematosus and Lichen Planus. Presented by Dr. Maurice J. 
COSTELLO. 


S. W., a Jewess aged 55, from Bellevue Hospital, presents two distinct erup- 
tions. The lesions on the forehead and lower lip have been present for four years 
and for seventeen months, respectively, and those on the mucous membranes of 
the mouth for four and a half years. The lesion on the left side of the forehead 
near the hair line is round, erythematous and infiltrated and has an adherent scale. 
It is atrophic and telangiectatic. There is a similar half dime-sized lesion on the 
left side of the lower lip. 

A biopsy specimen of tissue from the lesion on the forehead showed lupus 
erythematosus. 

The lesions on the oral mucous membranes are typical of lichen planus, con- 
sisting of milky white dots, circles, strands and bands forming a reticulated net- 
work. <A biopsy specimen of one of the lichen planus papules on the inner sides 
of the thigh, which has faded, showed lichen planus. 

A complete blood count was normal. The Wassermann reaction of the blood 
was negative, and the blood sedimentation rate was 21 mm. in one hour. 


A Case for Diagnosis (Necrobiosis Lipoidica?). Presented by Dr. Maurice 
J. COSTELLO. 


M. S., a Jewess aged 35, from Bellevue Hospital, had pertussis and lobar pneu- 
monia five years ago. Her mother has diabetes. A roentgenogram of the chest 
showed no tuberculosis. A roentgenogram of the sinuses showed slight hyper- 
trophic mucosal changes of the right maxillary sinus. Several examinations of 
the urine for sugar have given negative results. The eruption which she presents 
is confined to the anterior surface of the legs. There are about a half-dozen 
irregular, sharply demarcated, infiltrated, bluish red, shiny lesions which range in 
size from a few millimeters to a centimeter. On pressure there is a play of color 
but yellow predominates. The histologic examination of one of the lesions showed 
that the skin was infiltrated in scattered small areas by a great number of lympho- 
cytes and plasma cells. There was an accompanying hyperplasia of the fibroblasts. 
The diagnosis was “chronic productive inflammation.” 
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Erythema Induratum. Presented by Dr. H. E. MicHetson, Minneapolis. 


Mrs. E. H., a white woman aged 52, has had nodules on the legs, arms and 
abdomen for several years. These lesions appear and disappear at irregular 
intervals. 

She has sclerosing keratitis of the right eye, which is thought to be tuberculous. 
There are variously sized subcutaneous nodules from 0.5 to 4 cm. in diameter on 
the legs, thigh, abdomen and elbow region of the arm. The nodules are firm and 
are not ulcerated. 


Erythema Induratum. Presented by Dr. H. E. MicHELSoN, Minneapolis. 


L. L., a white woman aged 39, has had tender nodules on the legs (especially 
the calves) at intervals for over four years. She was first seen at the University 
of Minnesota in April 1939. The histologic observations were consistent with a 
diagnosis of erythema induratum. The Mantoux test, with a dilution of 1: 1,000, 
gave a positive result. A roentgenogram of the chest showed obliteration of the 
left costophrenic angle, probably due to thickened pleura. There was no active 
pulmonary tuberculosis. 

At present there is only a red, tender subcutaneous nodule 2 cm. in diameter 
on the right calf. 

DISCUSSION ON CASES OF DR. MICHELSON 

Dr. F. T. Becker, Duluth: I have observed an interesting clinical sequence 
in the past three years. I first saw a woman with classic erythema nodosum, and 
because of persistent fever and cough a roentgenogram of the chest was taken, 
which showed a minimal tuberculosis. She was placed in a sanatorium for one 
year and discharged one and one-half years ago. When I saw her the other day 
she had classic erythema induratum. 

Dr. Hamitton Montcomery, Rochester: I have seen tuberculous erythema 
nodosum (probably better designated nodose erythema induratum) persist for ten 
years or more without any of the lesions becoming ulcerated and yet in association 
with quiescent or active systemic tuberculosis elsewhere in the body. The section 
in the first case definitely showed the nodose type of tuberculosis with caseation, 
supporting a histologic diagnosis of erythema induratum. 

Dr. F. W. Lyncu, St. Paul: In a recent case of erythema nodosum the 
Mantoux reaction had been negative several months previously but became 3 plus 
during the course of the eruption. Microscopic study did not show any resemblance 
to erythema induratum, nor was there a tuberculoid reaction. 


Juvenile Xanthoma. Presented by Dr. Jonn F. Mappen, St. Paul. 


T. G., a boy aged 5 months, is presented. When he was 2 months old the 
mother noticed a millet seed-sized papule on the calf of the left leg. This increased 
steadily until it is now about the size of a lima bean. Since that time four more 
papules have appeared, one on the top of the head, one on the back, one on the 
extensor surface of the right arm and one on the calf of the right leg. These are 
distinctly yellow to orange, firm and painless and have increased slowly in size. 
The Wassermann reaction of the blood was negative. The urine was normal. 


DISCUSSION 


Dr. HamiItton Montcomery, Rochester: Even with stains for fat I could see 
no typical xanthoma cells. There were some endothelial giant cells, decided fibrosis 
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and increase in histiocytic cells, which would fit in with lesions of nevoxantho- 
endothelioma undergoing involution. This condition usually occurs as solitary 
papules or groups of lesions and undergoes spontaneous involution within a few 
months or years. The mother states that several of the lesions in this case are 
already disappearing. The other possible diagnosis would be multiple histiocytoma, 
in which case pronounced deposition of iron might be demonstrated. This con- 
dition should definitely be distinguished from juvenile xanthoma, in which the 
blood lipoids are usually elevated and in which there is often associated severe 
cardiovascular disease. 

Dr. L. H. Winer, Minneapolis: I agree with the diagnosis made by Dr. 
Montgomery of nevoxanthoendothelioma, McDonough type. In the frozen section, 
stained for fat, I was unable to determine fat substance in the amount one would 
expect from the color of the lesions. 


Multiple Hemangiomas. Presented by Dr. H. E. MicuHetson, Minneapolis. 


D. A. L., a white girl aged 4 months, has had numerous birthmarks on her 
body. There has been no change since birth. 

There are twelve strawberry hemangiomas at various points on the trunk and 
extremities varying from 1] to 3 cm. in diameter. 


A Case for Diagnosis (Hemangioma?) (Purpuric Lichenoid Dermatitis?). 
Presented by Dr. JoHN F. Mappen, St. Paul. 


H. M. aged 21, is presented. The patient’s mother noticed a light brown 
discoloration on the anterior surface of the junction of the middle and lower third 
of his left leg when he was 2 years of age. This lesion has gradually increased in 
size until it involves the anterior and medial surfaces of the lower half of the leg. 
The color has deepened and changes to violaceous in portions and dark brown in 
other portions. The patient has noted pain and discomfort during the past two 
or three years, since he has been working and standing on his feet most of the 
day. 

The eruption is composed of irregular, rather superficial, scaling plaques asso- 
ciated with millet seed-sized to pea-sized maculopapules at the borders of the 
plaques. There are also varicose veins in the left leg. 


DISCUSSION ON CASES OF DR. MICHELSON AND DR. MADDEN 


Dr. HAMILTON Montcomery, Rochester: There is no reason why the small 
hemangiomas of the baby could not be treated with radium, solid carbon dioxide 
or roentgen rays, although many dermatologists feel that some of these lesions 
may disappear spontaneously. If plastic surgery is to be considered, it is often well 
to wait until the child is of an age at which he is able to cooperate. 

Dr. F. W. Lyncu, St. Paul: Lister, in a recent review of strawberry and 
cavernous angiomas (Lancet 1:1429, 1938), found that the majority disappeared 
entirely and almost all showed improvement without any treatment. Perhaps one 
should be less anxious to treat such lesions, particularly when their nature and 
location suggest that the result might not be particularly satisfactory. 

Dr. STEPHAN Epstetn, Marshfield, Wis.: One has to consider that the radio- 
sensitivity of hemangiomas usually is greater during the first year of life than 
afterward. Therefore, by postponing treatment the best time for radium treat- 
ment may be missed. 


Mixed Cell Epithelioma Arising from Hair Follicle in a Boy Aged 11 
Years. Presented by Dr. Joun F. Mappen, St. Paul. 


R. D. S., a boy aged 11 years, was brought to the Ancker Hospital because of 
a lesion on the left side of the upper lip. His father said that the lesion had 
appeared as a firm, pinhead-sized papule during the summer of 1936, when the 
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patient was 7 years of age. The lesion enlarged slowly, and a crust appeared on 
its surface. The paternal grandfather died of carcinoma of the stomach with 
metastasis to the liver. There is no history of cancer or xeroderma pigmentosum 
in other members of the family. 

Now the papule is about the size of a large pea, firm and painless and has a 
superficial ulcerated center and a shiny, polished border. 


DISCUSSION 

Dr. L. H. WINER, Minneapolis: My diagnosis on the basis of this microscopic 
section is a mixed basal-squamous cell carcinoma of hair follicle origin. 

Dr. HAMILTON MontTcoMERY, Rochester: Histologically, I thought this con- 
dition was an epithelioma adenoides cysticum and not a basal-squamous cell epi- 
thelioma. The cells were differentiated, and material with few mitotic figures and 
other features of epithelioma adenoides cysticum were present. Clinically, how- 
ever, the lesion looked more like an ordinary basal cell epithelioma. 


Pemphigus Erythematodes (Senear-Usher). Presented by Dr. H. E. 
MICHELSON, Minneapolis. 


Mrs. I. D., a white woman aged 34, noticed a small round scaly spot on the 
left side of the nose in the fall of 1936. This lesion often bled when she washed 
her face. The lesion did not change in appearance. In the spring of 1937 a similar 
but larger spot appeared on the scalp, and a short time later others developed on 
the chest and on the face. During the winter of 1937 to 1938 these areas almost 
completely disappeared, but they recurred again in the spring and were much 
more severe, especially in the region of the chest and the scalp. There is severe 
itching, especially during warm weather. On several occasions bullae were seen. 

The hair is rather oily. There are numerous variously sized lesions, with a 
thick firmly adherent scale on the scalp. Lateral to the nose and extending over 
the dorsum of the nose is a light red scaly indurated lesion showing dilated follicles. 
There are many lesions on the chest of different sizes. Those areas in which 
healing has occurred show a thin scar. There are similar lesions on the back. 


Boeck’s Sarcoid. Presented by Dr. CArt W. Laymon, Minneapolis. 


J. L., a white woman aged 30, noted an eruption on her arms, shoulders and 
back in the spring of 1938. She had pulmonary tuberculosis at the age of 11 years, 
which soon healed, and she has remained entirely well since. Purpura and a 
severe cough developed after seven injections of gold sodium thiosulfate. After 
treatment with small injections of neoarsphenamine a moderately severe arsenical 
dermatitis appeared, making it necessary to discontinue administration of that drug. 
Other treatment consisted of intramuscular injections of bismuth subsalicylate, 
administration of arsenic trioxide (Asiatic pills) and vitamins and generalized 
ultraviolet irradiation. 

The lesions are reddish brown, firm nodules, 0.3 to 1 cm. in diameter situated 
on the arms, face, shoulders and back. The Mantoux reaction, with a dilution of 
1: 1,000, and the Wassermann reaction were negative. A roentgenogram of the 
chest showed no evidence of tuberculosis or any other pulmonary changes. 





Book Reviews 


The Malarial Therapy of General Paralysis and Other Conditions. By 
William H. Kupper, M.D., formerly resident physician of the Florida State 
Hospital and Special Physician associated with the Station for Malaria 
Research, International Health Division of the Rockefeller Foundation, Talla- 
hassee, Fla. Price, $2.25. Pp. 155, with illustrations. Ann Arbor, Mich.: 
Edwards Brothers, Inc., 1939. 


This small volume is designed to give information to the interested reader on 
the use of malaria in the treatment of dementia paralytica and allied conditions. 
In part this demand is satisfied. 

At the Florida Hospital the sexual type of malarial parasite is preferred. 
Consequently 8 pages are devoted to the cultivation of the anopheline mosquito. 
Such a procedure would hardly be used in most parts of the United States. Not 
only is it too complicated, but sexual transmission is longer drawn out and 
requires more hospital days. Altogether the procedure is more expensive. The 
method advised at the Florida Hospital is to allow spontaneous remission of the 
disease rather than the use of quinine—the quartan type of malaria is used there. 
This advice would hardly be tenable generally. Certainly if this procedure were 
the custom at clinics where the tertian strain is used, there would be grave 
danger of a high death rate. The author uses the oral temperature as the index 
of the fever. This is not a true interpretation of the temperature. Moreover, 
if the temperature is taken only once an hour during chills, peaks will be missed 
and poor indications of the patient’s true condition will be given. The tempera- 
ture should be taken at least every thirty minutes, or better every fifteen minutes 
during chills. It is realized that the author’s work was done in a state hospital. 

Not enough space in the book is devoted to the complications of malarial 
therapy—only about 4 pages. The writer does not think it is necessary to make 
chemical studies of the blood of his patients if they are followed closely clinically. 
This is highly questionable. His only reference to blood pressure is that the 
course of malaria should be stopped if the blood pressure falls to 90 mm. of 
mercury systolic. Surely this subject should have been elaborated on. 

The expert may get a few points of interest from the book. There is no 
doubt that the writer knows malaria. The book, however, is hardly calculated 
to be a guide to the physician preparing to take up the use of malaria therapy in 
the treatment of syphilis of the central nervous system. A long, although not 
complete, list of references is appended. The index also is extensive but not 
complete, e. g., there is no index to blood pressure. 





